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DOCK2AC 
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Total ceO lysate 
a WB:ttV5ffi» 

b IP.gtHAtfti* 
a WB: fitV5tit(* 

a WB:KVSK» 
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ELM01 



ELM01 



•D0CK2 



O a...WB:ANT|.V5 ANTIBODY 
O b...lP:ANTI-HA ANTIBODY 

C...CONTROL 
Q d...MUTANT LACKING D0CK2 



(57) Abstract: It is intended to provide a method of screening a 
substance interfering the association of DOCK2 with ELMOl, 
a method of screening a substance interfering the association 
of ELMOl with Tiaml, a method of searching for remedies for 
inmiune-related diseases such as allergy, autoimmune diseases, 
GvH and graft rejection by using these screening methods, etc. 
It is found out that a DOCK2 mutant lacking 504 amino acid 
residues at the N-end of DOCK2 shows a remarkably lowered 
ability to activate Rac and cannot induce actin polymerization. 
ELMOl is identified as a molecule binding to this region. It is 
also found out that DOCK2 is associated with ELMOl via the 
SH3 domain. It is furthermore found out that ELMOl binds to 
Tiaml which acts as a Rac-specific GDP/GTP exchange factor 
(GEF). Thus, it is found out that DOCK 2 recruits Tiaml via 
ELMOl and thus activates Rac. 

(57)^$?I: 0OCK2 t BLMO A t(D^^lZ=F 

T i ami t(D^^\z=Fm-r^^m(D7.<7 *j--iycr 

t»a)T?fc*o DOGK2(ON5S4ga)5 04TSy MSI 
S*^J5feL/cDOCK2^S(*T-liRa c Stt^bfil35< 

L^^iL. cco«iiarcia&-r45>^i:Lr ELMOl * 

[^^Lf-o DOCK2liSH3 K-/-r>^^LT 
ELMOl IC^J^LTL^^Ct^BU^ffiLfco 
iZ^ ELMOlTb^ Ra ct#SM>5:GDP/GT PX 
«B^- (GEF) tLXglffi-rST i ami irlS^f 
SCt^HL^ULfco DOCK2liELMO 1 ^^^L 
TT i ami *ij^7jl/- hf « C t IC * y R a c 
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5 ^m^m 

OCK2^U«DOCK20SH3 ?i ^ 1^ t <D^^ ^ =fW'-r ^ 
(D^^ V —=^1^1!^:^^'^. ELMO^Ti a (D G D P / G T P 
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5 ^iaS»Jf^fi.^ia@tt<^^^b^*BliiS'S'*&(OS;g|^;a$^.^-t?fe (Cell 
84, 359-369, 1996). ^ tt P> VN-f t> R ho. Rac. Cdc42^ 

-5 (Proc. Natl. Acad. Sci. USA 92, 5027-5031, 1995 ; Science 279, 
509-514 1998 ; J. Cell Biol. 141, 1147-1157, 1998 ; Science 287, 
10 1037-1040, 2000) o ^ (O^X h t V) t>n H a. c m'^^m tn-\-tfL^ 

TV^5 (Science 279, 509-514 1998 ; Cell 103, 227-238, 2000) „ ^ 
^ A ( Caenorhabditis elegans). k hS.TJ«v^3 ^ ''J b (Drosophila 
melanogaster) »j:*3VnT> CED5. DOCK180. Myoblast city 

15 (MBc) t\i^om^i^±nn'&^7r^-tii^'^t^m^^ifh. :L^h<Di;^^\% 
a c <D±mxmm't^ r t xnm'^^(Dwmm\^^^-r^ t^^hnx 

V^ 6 (Cell 84, 359-369, 1996 ; J. Cell Biol. 138, 589-603, 1997 ; Nature 
392, 501-504, 1998 ; Genes Dev. 12, 3331-3336, 1998 ; Genes Dev. 12, 
20 3337-3342, 1998 ; Nature Cell Biol. 2, 131-136, 2000) o -hIBC E D - 

^'Bt.xf- Myoblast City t^m^f' ^ •:f<Dmm(DmWi\z.m.mx^^ r t 
^"^mw^m^^tim^^^mmt^hm ht^\^fi:^x\^^^ii^ (j. ceii Bioi. 

138, 589-603, 1997 ; Nature 392, 501-504, 1998 ; Nature Cell Biol. 2, 
131-136,2000). CrtM-^r —'^l^^^^nt^. ^>t?L^^c:^oV^T^a 

DOCK2 (KIAA0209; DNA Res. 3, 321-329) fi. t h at 
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iSr3- Kb.J^|BDOCK2:6S 2 9 3 T ^^J5S K: :}3 V> T R a cj^^^b. 
R a c ^^'t4'ft;f -5 r t t tlTV^^ (Biochem. Biophys. Acta 1452, 
179-187, 1999)„ ^ Ji^Hi c D N A 7 ^ 7 y 

^^mmi>^ 1 8 2 8 or ^ /il35^?>^«9 . -^ON^^i^lCfi S H 3 K p< 
V^Sn— K$tVTV^5 r t ^^V^ti^ Lfc (Nature, 412, 826-831, 2001)„ 
^fc. l>:^a^^.^V^fcy — if >y n y h^^^fftCjSVNT. DOCKl 

8 oit^^^:^^/s:mmK^m,\^x\,^^(Di>m\.x^ h c ho^^f^jK^ji^ 

T^^^^l^v^-r. H c h .^i^m^iSTlfflia, Bms^. -^^viyr — ^J^co 

^^Tum,mz.^ c h sr^A-t-^ ^ xum^^^(ommfSim\:,h^m^ 

<^/Liid5m^$tt5 r SrBJ LTV^5o Hch<^3-Ki-^18 

15 2 8 T ^ y mo 5t>1 677T5 7 ^Jifc hD O CK 2 ^ — T'fc ^3 . 
He hfi'7e^^DOCK2*:^n^^%X.btbfc;6S, ±^DOCK2© 

^ s fit a « ^ T o fc „ 

d^Cbife (Nature, 412, 826-831, 2001) o D O C K 2 y 

@><r<0'^^:«7-f :/$IJ^fc J;oTt)^ttMR a c «^ til ^ V^o tb^. 
D O C K 2 a c (D^^^^^ bT y ^-^^^oS^ ^ b T V^ S 

X-btLSo b;0^ b^cCidS t), DO CK 2 ^(^) J: 5 ^i^J^T'R a c 
25 \\:.'t^<Oti>^^h UT^e^TfcSoRa c 5/^^ UT^fg b^ 

GDP/GTP3SmH^^ (GEF) J; ?g#-fb $ 5 o D O C K 2 
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< V^o ^tl^. DOCK 2 ttflfe<Z>5^^>Sr^LTGE F ^ y ^/v— hf-S 

Sifi. ||i{c:j3V>T. C DM:7 T ^ y — 5>^<D — S"efes c E D - 5 

<^nt?Lli*J^D UTE LMO 1 , 2, 3 lA^m"^ ^ tlti (Cell, 107, 
27-41, 2001)„ ^fc. GDP/GTP^mS^ (GEF) tUT^tV* 
■C*{J:^ 1 0 t)<^/6S^ bttT*5 «9 . ZLtl^GEF (D^Xh. Rac 

#^6t^G E F vxmm-r?>^^t cr. jjajft«jNHjjat5^(Z)miis:^5t 

10 i-§Tiaml, 2 (Cell, 77, 537-549, 1994 ; Nature, 375, 338-340, 
1995) rmi^^^i^'^' i!^i-/l-^mm-r a v l (Nature, 385, 

169-172, 1997) (Dmv av2.Vav3'^^Trio(J. Cell Science, 
113, 729-739, 2000) S T E F (J. Biol. Chem., 277, 2860-2868, 

2002) -^^ P-Rexl (Cell, 108, 809-821, 2002) tI)^ ^ h tl X . 

15 ^ti.^? 5a^«V^Ti^t>*iiO K^-f VilrtjoTiS 19 , GTP^Rac 

KH^-t^mm^mvx\,^^o 

-f-^Ji.-e. DO CK 2 {**&^(D;^6^^^{c;^^-5 e^tbSo ^^^^(O 

20 liMf*. ^^^M^*:^fflV^f^:D O OK 2:mtg Kp( ^ DOC 
K2:at;«DOCK2(^SH3 Kp^-TV^ i^^-g- ^^^i" S <D >^ iJ' !) 
— ^^'iJ^'x ^'9:bttDOCK2^ELMOi: (D#-a't-^#i--5 
jj' ^) E LMO ^ T i a m#(DG E F (^^-^Ic^^-f 
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D O CK 2 ttNm^<D S H 3 V^^tf 1 8 2 8 T ^ / ^mmt)^ 

±t&mim^m^-t^fcit>Ki$i.Mm^\.. dock2osh3 k^-t:/^ 

^(^>^*^t;i,^'a--r5^^^^ LTE LMO 1 ^Srl^^bfCo fc. SH 
3 K^-Y^'C^lT^y j; 9> DOCK2^E LMO 1 ^ (Om^ 

:l tf)>b. D O C K 2 S H 3 KT^-O'Sr^bTE 
10 LM01{;i#^bTVN5;ii:^^VNWb;/ho ^^fc. ELM01;dS^ R 
a c #^6^>feGD P/GT P^mSd^ (G E F) ^ bTmi^-T'S T i a 
ml i^-a^-rS- ^:^^VNtt|b:rCo D0CK2ttELM01 
^^LTT i a m 1 % y ^/V— h-r6;i^{Cj;i9Ra c ^^li'fb brv> 
S - ^ ^^V^tii UfCo bfoJSoT. DOCK2(DSH3 }^ ^ ^ > ^ EL 
15 MO 1 . T i a m 1 ^ 5 5>^rB^+BSf^ffi ^PlWr-S :i ^ T'. y >'^n-^ 

20 'r^J:t>-h^mmi-^s D O C K 2 ^ E LMO ^^:^#J^^ Srg^M^-fr. 

^s^cv^T*Do CK 2 t E LMO ^ (D^^mi^<Dmmt:wm-t^ ^ ^ 

i:i-5DOCK2i:ELMO^ (D^^iZ=f^'r^^M(D^^ V 

(if^:^l) DOCK2(DSH3 K P< ^ E L M O ^ 

«itr^M$ii:> T' D O C K 2 © S H 3 Kp? ^ E L MO ^ 
25 -a-J^^^^^I^^Wffii-S C ,b ^#mi-r-5DOCK 2 ^ E LMO ^ (D^ 
^\^=^m-t^m'M:(Dy^^ ])-:=^ly^ij^ (if^:^2) DOCK2^ 
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E -LMO (D C^i^m^ t^i^^^ t ^mm^"^. ^feV>T-D OCK 2 t E 

OCK 2 E LMO(DC^mmi^t<D^^},ZTm-t^^M(D;^^ ]} — =• 
(»*^3) ^> DOCK2(DSH3 K p< ^ E L M O C 
5 ^^m^t^^mMt%:mM^'^. ?SfeV^-eD O C K 2 (D S H 3 \^ >^ ^ > 

t E LMooc5i5C0*ii6^ o^-g^ff^^tDas^fp^-r s ^ ^ ^m'^t-r 

-5000X2 ^ELMO^ ^T^^-a^tCT^t" -5 ifeW<^;^ U — ^i^i^;i^^Sfe 
(f»^^4) -^^ DO OK 2^L< f*^<DS H 3 K P< ^'^tJ^/X** E 

10 ^ Ki? ^5^t^'g•UTV^5 r i ^#mi:i-6ff 1-4 v^-f tt^i^lS^ 
ODOCK2^rELMO^ (^^-g- tCl^^-T 5 i^M O i?' y —^^^'if:)^^ 

(m^«5) DO OK 2^b< tt^iDS H 3 K ^ >- (Cl^-T 5 

X?*D O C K 2^ b < f*-?r<D S H 3 Kt? >r > tm^k \^f:L^(O^Zf 'f- KtC 
^■f5*n:#:{3: J; 9 ^ tbfcD O CK2^b<(*-^(DSH3 K^'i':^(-> 

15 E LMO^b< {i-?:(DC*i^fM^tc:^i-5^^^f^ffi ^-^Jl^^O 

r ^ ^i^^^-rstt^:^ 1 ~ 5 (Dv^■rt^.^>lB«<^Do c 

6) GT p^^m<D^^mR a c ^^mir ^ :l t X ^ . ^^m^ 

20 CK2 i:ELMO^o#'g^lz:^#-r5ife^«o;5^^ y-^i/^^ife (ft^ 
^7) DO OK 2 E LMO ^ O^-g-lC^^-f Silfel^^iS^ U 

^ y — (It^^gs) d o c k 2 e lmo ^ (^^-a-tc 

r ^ ^#ti:^-r^i*^3g 1 ~ 7 OV>-rtt;6^|Bio(^D O CK2 iELMO 
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o/is. ELMoi-cfesr^r ^mmt-t^n^m i ~ 9 (D\^^-rti7!}^mm 

(DDOCK2 t EI.MO t(D^^iZTm-t^mM(Dy^^ ^) - =. :)o m 
(it^^lO) 1**^ 1 ~ 1 0 tb;e»i|B^<^D O C K 2 ^ E L 

-ri^^^lBife(^>D o CK2iELMOi: o^'a'je:^^-r5i^^(D^ ^ y — 

nm:ijm (n^mi 2) icm-r^o 
i^tc:^^mit. E LMo ^ GD p xgt p^mm^f- twitk^wt 

M^-^. ^V^■T?E LMO ^ G D P /G T P ^^^S^ ^ 0#^?]^J^<?Da^ 
r ^: ^«|#ti!c ^■f-SELMO^^GDF/GT P^^H^ ^ (D^ 
15 -^{C^^-r^ifeSO^i^ (f»^:«l 3) -^^ ELMOC!) 

N5|5S^M:^i: GD P/GT P3^^H^^^;^«^«t Srfi^M^-^ir. ^V>-r? 

ELMO (DN^^^mt GD p y G T p ^mm^ t <D<^^m^(Dmm^ 
w^-r s ^ -r 6 ELMo^GDP/GTP ^mm'f' t <d^^ 

20 < «^ON5fe^Jg^*^^TJ?/X«GD P/GT P3^mH^;&^ i^(D^^^ 

<b GD p/G T Ps^ms^ t (D^^\z=fW'-r^mM(D^i^ V - = 

ife (if^^l 5) GD P/GT P3^^H^^^i-S^#:X«GD P/ 

25 GDP/GTP3^m@-^{J:, E L MO^ L < J* N5|cdSS^^};i>^t- § 
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3 ~ 1 5 <^V>-f tLd^lBig<Z)E LMOtGDP/GT P^^m^ t (D^^ 

^WW^.t-t^m^^mi 3~1 6 (DV^-f tLd^lB^OE LMO ^ GD P/G 
7) -^^ E LMO tGDPyGTP^mm^t<D^^\Z=f^ir^mM7;)^. 

It^^ 1 3~1 7 tb;e)^|B^<DE LMO ^ GD P/GT P^^H^ 

t(D^^\ZL=^^^:^mW(Dy^i7 ^) (lt^:«18) EL 

MO ^ GD P/GTP^mH^^ (^^'^tc:^^-t-'5i^®;5^ E LMO 
GD P/GT PS^mS^^i 0^'a-^|5£$-r-5^«T'&:5 r ^S^mt-t 
Sff^^l 3~1 7 <?5V^■f ^d=»lB^<^>E LMO GD P/GT P^^H 
^<b©^'^{c:^#-r;5<^ir(^;:^i5^ y ^- v>/:3^,fe (Ii^:^l9) E 
LMO:ds^ DOCK 2 tm^x^fcR LMOT'fc-5::^ <^ #m ^ i" 5 ft 

:S 1 3~1 9 <OV^-f tb75^|5^(7>E LMO GD P/GT P3^^@^^ O 
#'a'f-^#fS#>K<^);^i5^ y -::^>'i5^^?Sfe (ft*^2 0) ELMO 
ELM01T?$>5C:^ ^#m^-t-5ft^:« 1 3 ~ 2 0 © V>-r tT.?5^IB 
«feOE LMO tGT>P y/GTP^^m^t<D^^\Z.=f^-r^mW(D:^^ 
(ft^«2 1) -^^ GD P/GT P^^H^^DS, Ra c 

#^6^?:cGD p/GT p^mia^-efe-5 r i: ^ss^mti-^m^m 1 3 ~ 

2 1 (^V^•m*^fB^O E LMO^GDP/'GT P ^t^lH^F ^ (D^-^tz:^ 
^i-2>i^®®^i^ y-=>-^:^^ (iS^3j2 2) Ra cW^^^iG 

D P/GT P3^i^H^^^ST i ainlT'foSi.i: ^ "f^m t -T ^B^m 2 2 
IB^OE LMO ^ GD P/GT P^ma^^ 

^ y (if ^^2 3) f»^^ i 3 ~ 2 3 (^v^-f tt^^fs^ 

OELMO^GD P/G T P3^mH^^ ^ O JC^^-T y 
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GvH. ^m.nii^mm(D'^mmmmm\z.n-t^f^mim<ow.m^m 

^2 4) ft^:^ 1 3~2 3 <DV^-m;6^iBmOE LMO t GD P/G 

$ f> DOCK2^ELMO^GDP/'GT F^S^^H^ ^ 

W^^Mt ^^M^"^. XfeV^TD O CK 2 ^ E LMO t <^ # -g- ^ O 5g 
10 fe5V>(*, E LMO i: GD P/GT P3^^H^^^ (D^-^ff^^omS 

^wffii-^ w t ^wmt-t^R a c mmtiS:m^mjLn^mmM<D:^^ 

I) —=^l^^:^m (tt:^:^ 26) D0CK2OSH3Kp«-l':xi:EL 
MO ^ GD P/GT P3^mH^i:^^i^®i: tr^M$-B:> ?SfeV>T'DO C 
K2<^SH3 Kp^-fi^^ELMO^O^^JF^^omir. fe?)VN(i. EL 
15 MO ^ GD P/GT P3^mia^=-.<!: (D##?|^^<^a^^fP^t-'5 ^ i 

m^-f-6R a c StiYbiSjti^SXtt^^Ji^So;^ y — :=^>'iJ^>^lfe (if 
-^^27) GT P^-^^t^^t^^R a c ^^^m-rS :i ^ Jj: J; 9 . # 

^mm.(Dum^wm-r ^ ^ ^ ^#it<b-t-5it^3s 2 exf* 2 7^m(DTL 

a c ^g-tt-ft^lSiiJ^WX^Jjl^Ji^KiZ);^ i!^ y (It^:® 2 8 ) 

20 ELMO;dS, DOCK2 ^^-^byhELMO-efcSC: i!iSri^m^-r 

5f»^^ 2 6 ~ 2 8 (D\^itM^^m(DIi a c ^tt'TkiSit '^^S X « Wl^J 

]) —=^l^'^:)3m (ff3i?^29) ELMO;i5^ ELMOl-e 

t ^mWit-t^n^^ 2 6 ~ 2 9 ov^-f ti//0^IS4fe(^R a c ^S-i^-ft; 

{£ilii^W3^(**|l$iJi^^O;;^i5^ y -:=:i^^:;^fe (ft^3^ 3 0 ) GDP 
25 /GT P^mS-^Ji^ R a c #^e<J7:CGD P/GT P^ma^^-efeS r 
^: <Sr#ifc t -f-SIt^^ 2 6 ~ 3 0 (^V>-rtud^lB^(DR a c ?g tt it 
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WXi-iH^mm^cD:^^ V-=->"!f)3m (lt^^3 1) R a c#Me^ 
>^CGD P/GT P3^|^@^;6ST i a m 1 T'$j5;i ^ ^ii#^^i-Sft^:« 
3 1 IBttOR a c Mtt'fkiEiii^KXfiiJilSJi^StD;^ U — = 
(fS*^ 3 2 ) If 2 6 ~ 3 2 (^V^■m^='la^(DR a c ^tt-fbiS 

1*^31 2 6 ~ 3 2 (D\,^-rfl:^^nd.m(DK a c ^Stt-fbiSiii^ Ji^U^J 

10 (M^^3 4) it^:^ 2 6 ~ 3 2 (DV^-ftL 

35 3 5 ) ft^:« 11.2 4 Xfl 3 4 IE S <^ ^ ^ ife {CI i 19 # f> tt 6 

15 r ^ ^ii#m^i-5r iB^^^a. GvH. ^m)immm<D 
^mmmmmk:iM-r ^mmm im^ms 6) m^mi 2. 2 53^?^ 
3 5mm.(Dmm:^m\^x 9 #b;h.5 r t tr4^ma:-t-'5 r a c ^m^^t u 

■i-^mmm (l»^^3 7) SH3 Fp^-T :/^-^tfD0CK2ON5N 

20 ^ D O CK 2 (7) S H 3 ^^:^S H 3 

'g-iJ' >'x^•^^ ir ^^feV^■CD O C K 2 ^ S H 3 

D O C K 2 25:T^D O C K 2 :X3^^^#:^^mi-Sit^^^AiBiat*^ffi 
25 V^, C:tl.e><^^ilS*^{c:*3tt5 R a c fStt-fbiT^m^Sray^ • fPffiU. DO 
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^^^^^^^mmi^. DO cK 2 (Dmm kt^ ^i^tmm k^^ ^^^-^^ 
^^6^^ t (D^^mm(Dmm^wmi- ^ r t ^#m<bi--5DocK 2a 

5 

DOCK2:Slt>'DOCK 2:^^^^^ijs(D#5t^^S:6<Jt;i^-t-EI-e 

B fi, 2 9 3 Ti^JiSieiD O CK2fe§V^{^DOCK2 ^ =i — 

K-^-Sit^^Sr^ PcDNA E l^MO 1 — V 5 t h 7 > 7 ^ 

ilrfflV^TELMOl ^ (D^-^^^^ U^HI-efe 5 o fe#J (^jHWl-'W bfc 

Ai-i. BEal6-3. N3-5, RXJ^m^^mAnS^W (17-11. 
20 8 4 - 3) tC^SttSDOCK 2 feSVMiDOCK 2 AN<^^^Sr. DO 
CK 2 {d^-rs^^ y ^ cI-:h-/^^ft^;Sr^V^fcl>3l^^J' ^:7'n y h&fCT 

84-3.1 7-1 l.BEal 6-3 ^ jlStt ttl?^ P A K 1 R 
a c J^-^ Kp«-r ^-t^G S Tife'g'iJ' :^XN'j^^-e:7'/^iJ^<^>'b. ^R a 
25 #:T*^fe-rS ^ J; t)?S14MR a c ^^ttl bfc^KT'fe5„ 

Cfi. BEal6-3. 17-11. 84-3^ propidium iodide 
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^rn-Yv^^ (phalloidin) X-m-^-T ^ ^ t X-mSk(Omi^'ftRXJ^T ^ f- 
i^S-^ o # :^|^ b fc -C S o 

5 Afi,DOCK2 S H 3 K;;< i^tr-^tf 1 0 - 8 9 (DT ^ y MB^J^Ir^i- 

B 2 9 3 T^^tCD O CK2fe5VM*DOCK2 SH3 ^Mi^^ =^ 
— K-faiUS^^^. PcDNA ELM01-V5^*(Ch7i^^:7ai 

■t-o 

|^4|g«. ELMOl fi^^CD cm^(DmmXB O CK 2 iCj^-g- L-CV> 
15 Afi, E LMO 1 S.t>':: <^)|li^-T?^ffi bfdE LMO 1 jX^^m#:<^«at . 

B f*, 2 9 3 Tm^iZE LM01j3:t)«ELM01 K-f" 
Sit-fe^^. PcDNA D O C K 2 -HAfc5V^tt=I h /V^i^ 

20 ■a«!>3i>^tJ?:/yn5/hife^^V^TDOCK2^f (DM-g- Sri§?^ b fc El 1? 

m 5 ELMO 1 i)^^(DN^i^(DMi^XT i a m 1 ^^:^'g'UTV^ 

-5 :i ^ ^^■tmxh?>o 

25 AJ:i. E LMO 1 :S.t;5^:<^)^^T'^ffi bfcE LMO 1 :5(:^^^#:<D:^3it 
^ ^ 6*) ^ -rm ^ -5 „ 

12 



wo 2004/048974 



PCT/JP2003/014S38 



B fi, 2 9 3 T^Ji&iC ELMOl&U^ELMOl iK^^^i^^ =i— Ki" 
Sitfe^^. PCI Tiaml-HAfe5V^«=l^^^^ — /W^^ ^ — t 

^6 mtt. DocK2{cj:^Ra c ^ mt^m <D m^m X' h ^ o 

D0CK2{iELM0 1^^;^bT. R a c (DGEF t l^Xm^-t^T i 

10 

:/^:^&^bT(*. D OCK 2 E LMO t 

v>T'DocK2 tELMo t(D^^m^(Dm.m^wm-r^:^m^. do 

15 CK2(^SH3 Kp« -f E LMO ^KM^^Ki: ^^M^-ti:. ^feVN-CD 
OCK2(©SH3 K^-r^^^ELMOt <^#'^?^J^<^i@S ^fp-fiffi-r 5 

m-^. rto CK2 tE hMO(Dc^^mmt^mmwt^mfA^-^. ^ 
VNT-DOCK 2 ^ ET^MO(Dc^i^mmt(D^^m}^<Dnm^mmir^ 

:^m-^. D0CK2OSH3 Kp< -Y E LMO(^C5^C^*^i:^:^i^ 
20 ^t^m^^-^. ^feV>-T?D O C K 2 S H 3 F ^ V ^ E L M O <D C 5|c 

<^T'fi?fe<, ±|B. DOCK 2^L< f*-^OSH3 K p< T>VX « 
E LMO^b< i'^^(DC^i^mmt bT. cmf?^-^-;?; — 

25 ^ b■CfflV^T>^> J:V>o ^fc. _h|BE LMO ^ bT«. ELMOl. EL 
MO 2. ELMO 3 ^MW^^icmif^ t7(i^X% ^t^^ f-C^jELMO 
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JilBDOCK 20S H 3 KT^^VirLTtt. E L MO ^ L 9 -5^ 
M=k^-t^D O CK 2 (D^mi^-V. DOCK2(DSH3 K^-f 
^jL^-gUtr-^tP-^T"^ K<lr^?iJ^1-S w ^;65-t?#, :Br#:6<Jlilfi. DOCK 
5 2(D liiL:d>^ 5 0 2i<L(DT ^ /mj^mA^hfS:^DO CK2N-^. DOC 

K 2 <D 1 <ti[>6»b 13 11 {3i:<^T 5 y §D0CK2 ac^# 

tf ^ r ^fc. JilSE LMO(D CtK^SS^^^ LTfi. DOC 

K 2 (DSH 3 K7«^ >'^^'g'b 5 ^mm^m-t?> E LMO<Z)^m#:T*. 
E LMOJ^C5|cj^^^o^|fBX«— ^B^-^tf^:?'^ KSr«?iJ^-t-5 t 

10 T'#. :R:^6<J{Cf^, E LMO 1 CD 1 4 7{4;«)^b 7 2 7 \±(DT ^ /M^S 
d^fe^j:5ELM01-dell-^, ELM01034 5-ja;{i^b 7 2 7 -[4 
OT^ y^a^d^b^feSE LMO 1-de 1 S ^mvf ^ ^Z. t ij^-^ ^ ^ o 
U^Ts DO C K 2 ±|BD O CK 2 S H 3 Kp< ^ ^-^-g-t^-fr-C TdO 
CK2^J.ELM01?^&^*CDELM0i _h|BE L M O (D C ^l^iffi^igg ^ # 

15 t>'^X TELMO^J ^ V^ 5 ^ ^ ;aSfe<5o 

±IBDOCK 2^^#:-^E LMO^^^jsji, D O C K 2 ^it-^d^^ E L 
M0 3tfed=-<Sr^?fe{c j; 9 ^^fS :i ^ (2: J; s^3|g-t-§ r .i; 5o D 

OCK 2it^^^^ bTf*. Hch (^^7;^DOCK2) 31^^ (Gen 
BankT^-feixiya — A Y 0 2 7 4 3 8 ; Nature, Vol412, 

20 23 August, 826-831, 2001). t h D O C K 2 it^^ (XM_0 4 7 9 6 
1 ; DNA Res. 3, 321-329) A^6<)fe:#tf 5 ^ ^ -5 DOC 

ELM01;iC<?f<^E LMOit^^i: bT«,-^!>;^ELMO 1 at-jS^CA 
F 3 9 8 8 8 3 ; Cell, Vol.107 (1), 27-41, 2001). k h E LMO 1 ift-fe 
25 ^(AF398885; Cell, Vol.107 (l), 27-41, 2001) (D^. ELMO 
2itfe^ (thAF398886.-^r>>^AF398884), ELMO 
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3 jt^^ (t hNM_o 2 4 7 1 2) t: Mi^t^izmif ^ ^ i: # -5 
DOCK 2at'e^'^E L.MO^^^^<om^k-i-^^ P^RXJ^H hmi^^Si^tl 
^•h<DX'itf£\^^o ^j:^. ^ d o c k 2 ^ 7 ^iH^J(^:ov^Tf*iE 

t HDo CK 2 or ^ ymia^|J^iIov^T^iia?|J#■^2 tc, 

5 •^•J^;=^ELMO 1 (DT^ y^iB^J^^:oV^T^tiaJlJS-i-3{C, tbELM 
O 1 or ^ /^BBMfe:ov>T«iB^J#-§-4 td^-To 

±IBD OCK2^^ELMO^t, -^^ij^^ ^^^^^^ISlTI- /Xfi^ 

^Wo:> F c HR p , G F p jfe ^ ^=^^^6^ tc^tf -5 :i ;6ST'^^ 

^yh^:/^ KiJ' bT«. HA. FLAG, M y c ^O^i f h — 

^-^^ GST. -^/v m.. f;^^:/^b^7'^ Kx 

^fefc J; t) i ^;as-et .HAiJ' S^^^flc^^ijffi bT. 

D O C K 2 ^-^E LMO 1 ^ i: H A ^ ^ (DjUl'^ i^^^ ^ ® J^gill'g'^ 

DOCK2 ^ELMO l?^eif(^ELMO^ O^-^Jd^^i- S 

^M^-^?>:f^mt LTfi. DOCK2^^ELMO^af 

<x -^/l-^ V -mX^^mM(DW:&T. DOCK 2^,b E LMO^^ ^ 

DOCK 2^^mj^ffll&{C. ELMO^^ELMO^ 

^izmA-r^:^m-^. e lmo^^^IBJI^}::. dock2^4'dock 
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^t^iZ.mXir^:^m-^. DOCK 2^ • E LMO^^^^m^lStC, D 

OCK 2 ^^=3- K1-?>5tfe^;0W ^T^i/U-f h ^tltz. 

m^^i^ ^ — t. E LMO^^E LMO^tr=i— K-f S jt'fe^!^;5W >'7" 

h V ;^ h 1^7" h =1 5^ s :^ ^ Z7 ^ n =i y :^ 

10 ^ S 2 . >^7jf K:7'7^7 S f 9 ^OM^j^JiS^. LlffllS, CHOlfflflS. C 
OS^>ieflS, HeLalfflia. C127j|fflj|g, B A L B / c 3 T 3 JNB JIS (v? 
t Ko^mu-iJ^iJ^ iS'--^-^^^ if ^:5^« bfc^^tt^-^ 

tf). B HK 2 1 mf^. HE K 2 9 3 Ml^^ B o w e s p< ^ / —-^^13. 

15 bV^» ^fc. ;6^;5^6?iiJ3Sl^{CD O C K 2 ^-^E LMO^^#A-t-5^fe 

(DUi<:^j^^^imm}H\^'f V —-t^ ^ tf)^-^^ :h Chariot (Active 
Motif |±0) ^co^«fflJl&S'l4(^jfcV^t^M^^VN-5 ^1 i: ^>-e# 6o 

<^ /6='d^6«ji^^J!Sffi^m-<:J'i5' — ^ UTJi. -^Ilx-f^. ^ilf'y 
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5 5o ^UT. *^d^Stbi^^Jiaffl^m-<:J' iJ' — <Z)*B/ia'^0#Ali. Davis 
h (BASIC METHODS IN MOLECULAR BIOLOGY, 1986) RXJ^ 
Sambrook h (MOLECULAR CLONING: A LABORATORY MANUAL, 
2nd Ed., Cold Spring Harbor Laboratory Press, Cold Spring Harbor, 

N.Y, 1989) jfc^o#< (Dmmtfyti:mmM-^:=-zi.r/i'i:iis.m^th^:^m. 

10 mx.it. ^) JV^y^ h^Y'y^^T.-y :x,^ ^ D E AE-7^=aE-;^ h 

^ V'7^-y:^-7:r.^-^^^^. b^^^^iJ'i/a :/(transvection), 

^ ^ :y^Jz^^ i/^ l^, h 7 > :^ y ^ 3 . 

h P jKI^— v'a ^ U — ^u—^^ ^ (scrape 

loading), A (ballistic introduction). ^^^{C ^^'fib ^hit^X 

15 # -So 

:*:^5a(7)D O C K 2tELM01^^^*OELM0i: <^5^'^(;:T^-t- § 

'S'?l^^<^@^^W^-r§;^fe^ LTf*. • 5^M^*l/cDO CK 2^ 

{CE LMO^{31^-r^^#:^f^>^ ^iir. fe5V>fi, • ^ tbf^ E 

20 LMO^{e:DOCK2^{C^-t-5^#:S:f^ffi$*. DOCK2^^EL 

Z.ht^X^. D O C K 2 ^^E LM0^^5>it • ^M-r-S {-f* > DOC 
K 2^-^E LMO^}'^^§#m^#:s iJ' ^ ffi 6 w ^ 

25 «S^ffiV^■C/5>0^!i-rS i ^ Jfe < two hybrid system 
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nm-r^:^W:^mif^^ tib^x^ ^(om.^mmmmWi^m^^ti far 

western T :7 ^ — 7" ^ n h 7 7 ^ — tr$ljffi 6 (^-iSt^ 

>'^;^^Sfe^c:*5V^T. dock2#^e lmo^ ^ o^-^jp^^oS^^SrW 
#-r5 5 — ■o<7):*rife,i: LT. G T P }^'g'M<Z)^ttMR a c %:^tBi-§ 
fFffi:*rfeSr^Jf 5r ^;as-e§rS„ ^ttMR a c (Z) :^ ffl . P AK 1 R 
10 a Kp< >'(DG S Tgi'^iJ' i/^■^^^KS^>^V^yc:7'/^^J^!^7i^^fe^fflV^ 

S c t ;e>s T ^ S o 

:^mm<D'DO CK 2 ^ E LMO ^ O^-g- tJl^^i" § i^^O ^ ^ y — ^ 

r ^ 5o =1 >- h n -/Ix^ UTf*. DOCK2#^ELM 

20 ^TJ«/Xf*DOCK 2^^ E LMO^ ^ <D#'g-?l^^fc|^#^:R{^-f-jKi^ 
±|HD O CK2iELMOa: (C^^i" 5 i: bT«. y 

^m^ummm(oiS:mmm.:^\^mum'm. ^j^idock 2 t e lmo ^ 
25 i:;$s-e#5„ V :yy<immi^mmmmt\.xn^ dock 2 3t^^<^i§m 
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(DX*itfJ:\f^tK R a c ^mmtl^XR a c -GT P^^i^t mS^'W 

Lc. sDF-i, Bj^cm<D^^:fy^:ymmx^viyy<i'm(DmMmm 
mmm-^. sd f - i ^^:^-c ^^mmi^m-r^cD 4^c]d s ^^mmm 

^mmnt.ti. e lmo gd p/gt p>s^mH^ (gee) 

10 *1iSiJ«^©(D;^ y — = Vi/;fyjfete:M-t-^o E L M O t G E F ^ (D^-g- 

i^mi-^mn(DP^^ V -=^i^'^:)jmt u-cti. elmo^gef tw.^ 

mmt^mm-^-^. ^fev^■cE lmo ^ge f ^©^-g-^i^^cDms^W'iffi 

•t-S;^^-^. E LMO(DN^ijSM*^^ GE F t ^^^^^^ ^ Srgl^Sfe $ 
^feV^T*E LMOONj^^iS'gi*!^ ,1: G E F i: (^^-^J^^O^Ig ^fFtf "T -5 ^ 
15 ^-efet^«#^^:^JP5$i^<5 ^tDT'fi/^ < , ^fc. R a c Stt'fb'feaii^® 
:^\-tnmmm.(0:^^ y -=^^^5^;^?*^ UTfi. DOCK2tELMOt 
G E F t ^i^i^® ^ tr^M^iiTs fe5V>fi, D O C K 2 (D S H 3 K;^ ^ 
>'^ELMO^GEFi:|^^^K.J:^^M$-ti:. ^V^T'DOCK2 tR 
l^MO t(D^-^m]^(DUm. fc6V>}*, E LMO ^ G E F ^ (Z^^-g-^^ 

20 <oum^wm-r^ijmx'^ti\-tm\z.um^fi^h<Dx\-tti:< , .lisel 

MO^LT. DOCK2 ^^-^bfcE LMOS^ffiV^5ri^>T*#5o 
±I5E LMO ^ LTfi. ELMOl, ELM02, ELM03^*#: 

m^m\-f^ :l t -C' t S ^ tfct E lmo i ^^mi^m^-T^ :l tTl)^ 

T'#s ^fc. JilBGEF^bTf*. Ti ami, Ti am2, Vavl, 
25 Vav2. VavS, Tr i o, STEF, P-Rexl/^^(7)Rac 
i|#M6<J>iCGD P/GT P3:smH^^;dS^* "=f^T't>Tiaml ^^,1 
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i^m^-t^Zi -hlBT i a m 1 t LTtt. ^ ^7 ^ T i 

ami it^^ (NM_ 0 0 9 3 8 4; Cell, Vol.77 (4), 537-549, 1994) , 

hT i amlit-fe^^ (NM_ 0 0 3 2 5 3 ; Oncogene Vol. 10(7), 
1371-1376, 1995) ^ M^i^^icmif ^ :i t f>^V ^ ^ T i a m 1 at-fe 

i a ml <DT ^ y ^IB^J tria^J#-§- 5{c,.thTiaml(DT^y ^IB 
^JSriB^J#-§-6 

±IBE LMO ^ G E F ^ O ^ -g- ^ # -5 M <7) V —==^^^'^^5^ 
10 E LMO ^ G E F t (7)^-^^^©mS^fFffii--5;j^ife. DOCK2^E 

LMO ^ ^tko-^:?"^ K^m-^ UTVN 

S E LMOXfi-^cDNTl^ffi^^^GE F ^ffl V^ ^5 ^iSfe^^C St"^ «) . SulS 
DOCK2^ELMO^ (Z)^'^ (C^^i" 6 f^«(^ ;^ ^ y 

15 j^^±cr)7pC|g5gC)D O CK2 ^ELMO l/jJ^*ELMO^ <?5#'g-tJ:^# 

t"S^^o;^j5' y — elmo^gef^ 

5«^®<^;^j5^ y--:y^:^fe-^. r a c ^tt^b<Siii^®x««i^J#j«<D 

^CO;^^ y DOCK2^M6<J^ U/cTl^/V 

20 ga^fe^^A, GvH. ^^f\^mm(ofLum^u%\^^^^^ 
115 • ?&^^<^;^^ y- = >'>5^;ds«rtg<b^^So ^Jx.f^. y i/^^°^]^jfe^J^NI 

OCK2 S H 3 ^ i/^#:,DO CK 2 S H 3 K P< ^^^-^^^^ (ig; 
^^it^^^^t^). D O C K 2 at-fe^OT E LMO 1 

25 ^*E LMO(^ C5|5iS^^(7)D O C K 2 S H 3 K ^ >'5^'g'|F|5{4 ^ 

6<Jje:^li-f-6^^> E LMO l ^^E LMO <D C^^mi^(DD O C K 2 
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SH3 h';<-( ^^m^nm^m^-r^^^ m^^it^m^^t^). elm 

O LMO<DN5^^fg*^(7)T i a m 1 ^ G E F^^^iiL^^M 

^l^m^i- ^tjiW. E LMO 1 ^'E LMO(D-N^^mi^(DT i a m 1 

^^^GEFf^^umcm^'T^^'^F m^^it^m%:^t^). elmo i 

15 *fc. ;*=li0J(DD O C K 2 ^ E LMO 1 (^^-g-lZL^^i-^i^Mf^:^ 

^ y ELMOl^Ti aml,i: (0^^\Z.^^-t 

^ ^K. :^mm(DD O C K 2atMP£$#lK(D;^ ^ y — u 
Tfi. SH3 K^-Y>'^-^tfDOCK2 0N5l5i^^;^Sr^6^^ DO 
25 CK2<^)SH3 Kt^-T^^^^SHS ^ 4 M t^i^mM 

t ^^M^ii-s ^V^-eDOCK2iSH3 K^^ ^^^-^^ >'^-«i?' <D 
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R a c m^it<Dm^^m^ • d o c k 2 (D^m kt* ^^n^ 
mmmh^?i-(:y^t^^i-^mmh*^-(>^^^^%:mmv. doc 

DO CK 2 (omm kp« k^-c o^-^ff^^^^m^ 

37&bfc::^^^ffiv>§ :i DOCK2oat6 -r 

^^^«DocK 2s.tj«DocK 2 x^mmi^^ ^m^^mAM 

^:SS^J 1 (D O C K 2 <DN^i^(Dmii.t E LMO 1 t (D^^) 

aA(C^3V^-C§:afiC ED - 5 t^^l.. ^J!S#*& ^ ^Ij^-f S t b 
TCED-1 2t^mM^tV. ^(Dm%m^^^^ i!f t UTE LMO 1 i)^m 
^^tlft (Cell 107, 27-41, 2001) o -^^-e, D0CK2^ELM01^ 
^5 ^ f S I? ^ ^ -f- S . PcDNA/His max ^ ^ ^J? w- 

(Invitrogen thSSl) C 5|5^(CH A (YPYDVPDYA: 

iB^J#-^7) tr#Abfc^:fe«DOCK 2 5 V^ {ia><r © D O C K 2^ 
= — K-f-Satfe^F^ h ^ f (PcDNA DOCK2 
-HA.PcDNA DOCK2 N-HA, PcDNA DOCK2A 
C-HA, PcDNA DOCK2AN-HA) tr«||b, PcDNA 
V5-His^^i5^— (Invitrogen ^t) jCELMOl c D N A A U fcit 
(PcDNA ELM01-V5) ^ * te: 2 9 3 T ^IHIS (:fL'Jt|;k:^ 
am^^i^i J; ^) :$^-^) (cilfe^^ALfCo D O C K 2 = h ^ ^ h 
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it:^^m^^7iimmi.rc'^^^ (Nature. 412, 826-831, 2001) X <0 . 
ELMOl=iv;^h7^b it-^^:^m.f^ cDNAj;t) PCR^fe^^V^T 
^fejc J; t) f^mVfCo LfcDO CK 2 X^^mi^^ Kt-Sit-fe 

5 DPcDNA DOCK2 N - H A ; D O C K 2 <D 1 -e:;^:^ P, 5 0 2 {4 

2) PcDNA D O C K 2 A C -H A ; D O C K 2 1 {i;*)^^ 1 3 1 

3) PcDNA DO CK 2 A N-HA : D O CK 2 O 5 0 S-fiCd^b 1 
10 8 2 8{4(7)T 5 / maS^:nv_ }c--t-55t^^ 

5t'^^^#A=^4 S^r^T'lfflJja^lHlltSlb^ Lysis buffer (Cell signaling 
^U) -Vmrnx^fc'^. total cell lysate^U^^H A (Roche ^fc^) 
J;S:fe^«t|^i^^*f^Jj:^V Sift^ (Invistorgen ^t$g) Srffl V>fc: iJ' 
V:;^n h&(CT«?*Ff bfCo total cell lysate -T?{iV>-rtt V 5^ 

15 ^■eELMOi}z:ti^i-S^iooKDo^^;xK;iS;^lij$ti./c (01 

B ; ±wl)o \^t^\^f^-mh: ^m^wm\^^\i^xn.^ ^^sdo c k 2 . 

DOCK2AC.DOCK2 N^n - Kt* 5 it^-i^ ^ A b fc^-^ E L 
MO 1 {Cl^g^-r S^^^^ Yf)m^}sbhf\.tzib^. D O C K 2 (^Nt^^S 5 0 4 -f* 
^T'OT 5: / ^mm^X < D O C K 2 A N $ it fc^-^Ji:^ tti # 

20 fJ:t^^fz. miB ; 4'^T^)o DOCK2 f*-?:ON5|cSffi 

<^50 2i@(DT^ /^aS<7)^i|!4T?E LMO 1 t ^-^-fS ^Ltfj^mhi}^ 

^i^M 2 (N*iffi^:^^|r:5^^ bfcDOCK2AN-eORa c <Dmmt) 
ELMO 1 t (D^^^tjD O CK 2 (om^iz: if (D ^ 5 ^j:Bm^Ri^irji> 
25 Sr^^e-rSfcfc, PBJl ^ — ^m\^^X^i^^DOCK2RXJI^r>OC 
K2 0N5fei^5 0 4 7-$ / ^^tt ^ L fci^M^ (DOCK 2 AN) 
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"^(Om^^XK T^iiat^B E a 1 6 - 3 (National Jewish Center <D 
PhilippaMarracki#± J; «9 (-^ A b /c^^itfe^^^ AJ^fajJ^^ ^# 

5 - 1 1 (Nature, 412, 826-831, 200l):RtJ?8 4-3 tt:^mm^ h i^m± 
Lfc, ^fl^tl^±-^TD O CK2fc5V>fiDOCK2 AN it 
^^^^AlfflJiS^T'fe^o *^0^#e>;OSf^^Lfc:fetDOCK2 7Ky 
— /l^^fls:SrffiV>fc: ^ zx,^^ y h j||tt'^^:*5V^T. 17-11^84 

-3JJ:*3tt5DOCK2 <RtJ«DO CK 2 A N |^@^ "C o 

10 (ia2A#fl^„)„ -t- t? 1 7 - 1 1 ^ 8 4 - 3 ^^^^d, C^bOlffl 

lS^*(C*5tt ^ R a c tStt^li^ P AK 1 R a c Kp<-r>'<?5GSTil| 

2 ^mm-f-^ 17-11 ^^:*5V^T«GT P Jg-g-Mi^^ttMR a c 
{e:^t±iT*#}^;dS, ELMO 1 t (D'^^^jin^ X < DOCK2 AN^Sr^m 
15 8 4 - 3 X-itR a c ^Stt^btg jei-ffiT b T V^ (HI 2 B#fi^„)„ 

17-11^84-3^PI (propidium iodide) -e;^|fe#. bfc ^ 5 , 
Mt^-CfcS B Ea 1 6-3i:M''£9. V^-rtU^C:^3V^T ^:^;dS^^Ei-5 - 
•t->'^t?*>^ia(0;|^'t4'fb;ds^:i oTV^§ ^ v^ 5 B)fB;6S#^;^fc (I1I2C; 
±^#^>o)o b b ;as ^ , i ^ o^jiS^ F — T ^>'<;5 7'i3 — :/-e 

20 feS^T i^^^T^-febfc^-a-. Ti^^Vfi-g-fi 1 7-11 ^^:*3V^T 

(D^m^htl. 8 4- 3T?«DOCK2 <D^^^:5(:< BEal6-3^ 

mm^<^m^tiys:f)^^fc (1112 c ; T^#fis,„)o co^^^a^?,, do 

CK2^ELM01^ <^ ^-a- R a c full activation i^h. ^ tv 

25 id>e>s ELMOl ^OM^{c:«SJif:N5|5jigSM:^^lr^^bybDOCK2 
ANtfJiRa c S&'fbtg;6S®^(;i'(ST b, T ^ ^fi-a- ^^^1? ^ Tfe V^ 
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^1 ^;&5t3;6^ofCo 

3 (D OCK2<^SH3 h* ^ l^X <D R LMO 1 t (D^^) 

DO CK 2 iiN^^\<nt^ ^yy^i^^M--^ :^^<^ mns.i^mKm-^i-^ 

w bi^TV^§ S H (Src-homology) 3 K p< ^ ^5 = — K ^ tl/T 

5 5„ DOCK2(ON*C<^ 5 0 2^<7)T5 /^aS;6SELMO 1 ^<?5^ 

^>(^r'fe5 (Dd^if 5 :dM^o#^^t^^iPx.fc„ SH3 K p< fi*ji b 
TiJfe#$tLfcr 5 y UTV^5o^;i-e,PcDNA/Hismax ^ 

^ iS' — ^ffiV^TC^^St^:HA^:/^^fAb:fc5g|.<r (7)DOCK 2 S H 3 
10 ^m^js^^— Ki-S3t'fe^3 h ^ h ^1t^ PcDNA EL 
M01-V5^^*tC 293 T^lS};i5t'fe^^A-r'5 i ^ T*|l| 1 B ^: 1^:^ 
JeijlPPtFf bfCoDOCK 2 SH 3^m^^^='- K-f -5 5t^^f*iJi^TO *5 
«9 T* 5 o 

1) PcDNA L 2 7 E -H A ; D O C K 2 O 2 7^i(D d-f iX^'^^ 

2) PcDNA G3 2E-HA;DOCK2(03 2^4(^^ye/>'t:i/ 

3) PcDNA P 6 0 E - H A ; D O C K 2 <D 6 0 <Si[:<^):7"n y 

20 4) PcDNA F 6 3 E-HA ; DO CK 2 O 6 3^a:(D>^3i=i/Vr 7 

DOCK2 SH3 Kp<-fi/^-^tfl O{i;0^e>8 9{4 4-e(DT^y^ 
Sa^iJSrBl 3 AJc:;^-f o total cell lysate {C*5 V> T f:i V^-f tl/ 1> fei V 5 ^<2|s:t? 
E LMO 1 tdta^-T'S^ 1 0 OKD<D^^:/ K^s^lii $ tbfc (0 3 B ; Jh 

LMO 1 IC+i^-r-S^^^^ Kf* PcDNA DOCK2 -HA^TJ^P c D 

25 
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NA L 2 7 E-HA<|:^AUfc|^^t?«:^t±i-e#/j;d^ofc (13 3 B ; 
4«©:)o — VN-rtt(03t'fe^^<lr*AbyS:#'^-et>D0 CK 2^tU«DOC 
K 2 S H 3 ^M^(Z)^mf^l^^^Tfeofc (m 3 B ; TS)o iy.±<^^ 
SH3 Kp«-ri^01T5: /^S^-eDOCK2 t E LMO 1 t(D 

OCK2f*^(^SH3 Kp^'f^'^^LTELMOl {;I^-^bTV^-5 ;i t 

^jfe^J4 (E LMO 1 <DC5^«^iig^ DOCK 2 bCOW^) 
^fetcDOCK 2 i:5fe-g-r5E LMO 1 <om^ K;^-Y ^ l^^-f" S :/t J?) > 
10 PcDNA V5His — ^ffiV^T. ® >Jr E L M O 1 ^ =i — 

Ki-^itfe-i^ 3 h ^ h %^|| PcDNA DOCK2-HA 

E LMO 1 :5^^^S#:<lr=i— K-fS5t'fe^f*ij;T<^ii Tfc ?) > cmtr 
El 4 A{;im^6^(^^-t-o 
15 1) PcDNA ELM01-dell-V5;ELM01<^147{4 

7 2 7^i^-e(^T ^ /^^^^=i- Ki- 5ite^ 

2) PcDNA E LMO 1 — d e 1 8 - V 5 ; E LMO 1 © 3 4 S-Ci 
^i^S) 7 2 7{i^T'CDT ^ /ma^^^- K-fSit^Kd^ 

3) PcDNA ELMOl-de 1 10-V5 ;ELM0101 
20 e> 6 1 3^a*-e(DT ^ /^aSSr = - K-f-^it^^ 

total cell lysate (J: *3 V^T J* V^i* t> ^ V 5 ^W^E LMO 1 t) L < 
fi^(Dj5^:^^^fijs:{;i;tB^1-6^-<>' K;5S^m ^^fc (EI 4 B ; ±^)o 

ir^^^'y Kfi^:^*E LMOl, ELMOl-de 1 lS.tJ«ELM01 
25 -delS^a - K-rS5t^^^^Abfc#-a-tJ:?i^J6 

ELM01(^6 1 4'fi;5:»b7 2 7ii^-e(7)T^ /^aS^j^< P c DN 
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A ELMOl-dellO ^ ^fd^-g-fi^^ W "C # o 

4 B ; 4"^, T^)o :1(D:i tt^h. ELM01<D61 4^;&^P> 7 2 7^ 
^•V(DT ^ / mm^^^t^C^m(Dmi^7!)^i:> O CK 2 SH3 K P< > 
t^^-g-lcM^T-fcS ^ ;6S:^^nfCo ^tlh<D :l tt^^ . ELMOl 
5 ii^(OC^m<Dm^-^TDOCK 2 {Cj^-g- b T V^ S Cl ^ i)^ t> ib> ^ tz. ^ 
M&M5_ (E LMO 1 ON*$SfB^t T i a m 1 (D^-a-) 

T i a m 1 «JJ&liM^J3S^COSil^^^-r^5)--i^ i: bXI^^^Hfc^ 
R a c ^mS^JJ'j^GD P/GT P3^ilH^^ (GEF) t VXm 
t^fS - ^ bttTV^5 (Cell 77, 537-549, 1994. Nature375, 338- 
10 340, 1995 )o D0CK2i:ELM01^O#'g';5SRacO full 
activation M -5 rird^b. DOCK2{iE LMO 1 UTT 

i a m 1 ^ y iJ'/v- h bTv^s ^ v^ 5 ■srtg'l4;ds#x: bttfco :i<DUm^ 
^SEfS^fefC, ^7;;^^^ c D NA J: «9 P C R fe^ffl V^-C^il|ig bfcT 
i a m 1 a^^^^XfC, PCI-<i5'i?'— (Promega tt^) ^ffiV^T. 

15 i^fclH AiJ' j5^S:#A bfcT i a m 1 ^ =1— Ki-^ = ^'x?. b ^ b (PCI 
T i a m 1 - HA) %«||b. ^±:SE L M O fe 5 V^ O E LMO 
1 = — Ki-§3tfe^ (PcDNA ELM01-V5. P 

cDNA E LMO 1 — d e 1 P H — V 5 , PcDNA ELMOl — 
de 1 8-V5, PcDNA ELMOl — de 1 1) i!#fc{c: 293T 

20 ^SatCit^^^A b^ii?^ b^o PcDNA ELMOl-delPH- 
V 5 J:iE LMO 1(D 1 iiLib^^ 5 6 5iiL^-^t 6 9 5^i!>^h 7 2 7 ^i^X^ 

(DT ^ ymmm^=^— h^-r^m^^xh <o . r :Lx^m bfcE lmo i 

X^^mi^^m 5 Aicm^e^Jt-^^-To total cell lysate ^C*5V^T }iV^■rtb 
t>^V 5 mi^XE LMO 1 ^> b < n^(DX^^mWK^m-t^^<>' K:5S 
25 ^W^tbfc (I1I5B ; Ji^)o A^^jcfC J; §:fe^ttl^«iJtC*5V>-C ^ P 
cDNA E LMO 1 — V 5 :S.tJ«P c D N A ELMOl-delPH 
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5 B ; T^)o Z<D:i Ti amlirELMOl^ t^^^-t^ 

<b V> 5 ^ ^ bTV^^o Vf)^Vf-^7b^ (b. E LMO 1 (??N5feiS§0 1 4 6 
^fe^T'fcSV^tt 3 4 4<i*-e<DT ^ y ^aS^:5^^$-tirfcigmf*:-C(* ^ 
5 OJ; 5 ^fcM-^tt^Jb fe*L-f (m 5 B ; 4^^. T^)> ::tl/f>(?5r^/i»^e>. 
E LMO 1 i-i^<DNmmX-T i a m 1 fc^'g'bTV^§ ^ ;5S^$tLfCo 

19. 1) DOCK2}:iSH3 K^-f^^^^L-CELMOlOC 
^i^(Dm^k^^^-r^ :l t , 2) E LMO 1 N5|5dS<D^*§g^^ b 

TT i a m 1 ^^-^i-S ;i ^ , 3) E L MO 1 ^ jg-^ -e # V^ D O C K 
10 2 ^M#:-Cf* R a c m^^tmif^m b < ^T-r 6 i :65 Bj ^ o fc„ 

D O C K 2 {iE LMO 1 bX. Rac<DGEFi:b 

T^tl-rs T i a m 1 ^ y ^ /P- h-r5::^te:J;«9Ra c %:mmt bT 

DOCK2->^'r/l-mmn^1iI-<Di^mtti:^o ^leKD^Mfis DOCK 
2. ELMOl. Ti ami ^ V^ 5 5>^ra*i2f^ffi ^^Sj^JiS^ft^J:^ rTjX 

^mmKx^it. DocK2<D^^mmKi^m^mmv. dock2 
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1. DOCK2 tRLMO t^^mMt^mm^"^, ^feV^T'DOCK 

5 2 t RLMO t<D^^kzi=^^-r^^M<D V -=^:^^:)fmo 

2. DOCK2(DSH3 ^ ^ t R I.MO tW^^M t ^mm^"^. 
^feV^T'DOCK2(^SH3 ;^ 4 t E LMO t (0^^^m<Dm^^W 
m-f-^ c: t ^WWLt-i-^D O CK 2 E LMO (TJ^-g-fC^^-fS^J® 

10 3. DOCK 2 ^ E LMO(DC5feiSM*^i:^1t^®i ^^M^*. ^ 
V^T'DOCK2,^E L MO O C ^^StB*^ i: (T^^-a-^i^^OSS ^Wffi-f ^ 
CI ^^l^m^-rSD O CK 2 ^ E LMO(DC5|€$S^^g^ (T^^-g-lC^^-f 

4. DOCK2(DSH3 K P« V ^ E L M O CO C tN^SM^^ ^ 

15 ^^^M^-^. ^V^-eD O C K 2 (D S H 3 K ^ -f :/ i: E L M O O C 

O^-g-Jl^^Oajf^Wffi-t-S w i: ^#m^i-5DOCK 2 ^ E L 

MO ^ <r>^^\z.=^^'t^mm.<n>7.^ y — = Vi5^^?sfeo 

5. D O C K 2^ U < (i^<D S H 3 K ^ >- iS. U^/X « E L M O ^ b 

20 ^'g'bTV^5 ^1 i: ^#m^-r6it^^ 1 ~ 4 OV^-r4^^='IB^OD O C K 
2 i:ELMO^(D^'a'ti::^#-t-5#>S<^;^i{' y - = :x >/::;^feo 

6. D O C K 2 ^ b < f*^© S H 3 K ;^ >' ^i" ^5 trL#:3l D O C 
K2^b<fi-^<DSH3 Kp«-r V^il!j|-a-bfcft!l<^-<-7"^ KjC^-TS^^^ 
(Ci; !9 5^]ii^tbfciDOCK2^b< «-?r<^SH3 K^-fi^tc:, ELMO 

CI <b i--5lt^:S 1 ~ 5 OV>-rtb;i)^IB«fec^D O C K 2 i: E 
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5 8. DOCK2 tBJ^MO t(O^^Kl^^-r^mMi!>^. D :^y<l^miSE 

9. DOCK 2 E LMO ^<D^'g'{C^#i-5i^^;iS, D O C K 2 i: 

10 E LMo t o^-^^pj-^^s^^T-fes CI ^ ^a^mt-r^m^m. i ~ ? 

(7)V^-f tL:d^|BS(Z)D O CK2 ^ELMO^ (D^^},C=e^-t ^^M(0 :^ ^ 

10. ELMO}6S, E LMO 1 :i ^ ^ii#^^i-5lf 1 ~ 9 
<^V^-rtb;^^^|5«c(DD O CK2 iELMO^ O^-^lC^^i" ^ ^ 

15 y--^i!^:^&o 

1 1 . ff^i® 1 ~ 1 0 <0\,^-rtl-^^mi^(DD O CK2 ^ELMO^O^ 

20 12. It^:® 1 — 1 0 <Z?V^■f n/0^l3ife<DD O C K 2 ^ E LMO (D^ 

13. E LMO ^ GD P/GT P3^mia-^^^:^i^ff ^^M^^i-. 
?>:Lt ^mWit-r^ ELMO^GDP/^GT P 3^^® ^ (Z) ^-B* 
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14. E LMO(DN^^IS^^ GD P/GT P^^S^^^^i^©^ 
^i^m^-^. ^V^r'E LMOcDNMi^^i^t GD P/GT P^mS^^ 
(D^^m^<D^m%:Wmi-^ :l t ^^m^-T-S E LMO^GDP/GT 

1 5. E LMO^U< tt^t^N^i^-gg^^tUt/X^GD P/G T P^ 
1 4mi^(DB LMO GD P/GT P3£^0^i:(7)#^jc:^^-r5#> 
10 16. GD P/GT P>gmH^*f-r^tn:#:Xf^GD P/GT P^mH 

tm^vrcm<D^-:f^ h^icM-r^mi^i^x ^ :»-®$nfcGD p/g t 
^^mm<Dum^nmir^:i t^fi^mt-r^m^^i 3~i 5(dv> 

-f 13^(7) E LMO^GDP/GT P^^m^t (D^^kC=fW^-f- 

15 S©;^ y -^^-^:!^^o 

<^a-s^w#-r5 ^1 ^ ?r#m^-r-5te*:« 1 3~i 6 (D\,^-rM^mm(D 

E LMO ^ GUF yCT P^^m^t(D^^iC=fm-t^l^M(D:^i!7 y — 

20 18. E LMO GD P/G T P^SSIfeH-?^ t <0^'^j2:^#'r Si^a^S^ 

ft^^ 1 3~1 7 C^V>-f tt;?)^|Bic(^E LMO ^ GD P/GT P3S^H^^ 

1 9. E LMO ^ GD P/GT P^gmS^^ Si^ir*^ 
25 ELMO ^ GD PyOT P^mS^a: <^lg'g'^P£Wi-5i^W-efe'5 ^ t 

1 3~1 7 (OV^-f ;}x**l2^i7)E LMO i: GD P/G 
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2 0. ELMOi)K DOCK 2 irJ^-^bfcE LMOT?fc5 r Sr#^ 
ti-^m^mi 3~1 9 OV^-rtb;6^|5«cOE LMO ^ GD P/GT 

5 21. ELMO;6^ E LMO 1 T*fe5;i ^ 1 3 ^ 

2 0 (^V>-rti,;&:»|B^(DE LMO t G D P /G T P ^^H^ ^ O^-a-fC^ 

22. GD P/GT P^mH^;as, R a c i^^6<J G D P / G T P 3^ 
mH^-e&5Ci:^«i^mi:i-5f«^i«l 3-21 <^ v>-rtL;e»^ 15^05 E L 

10 MO <b GD yGT'p^mm'^b<o^^\z.=^m^^mm.<Dy^^ y — ^^^^ 

2 3. R a c #^6«J3feGD P/GT P^^S^^ST i a m 1 T? 3b -5 w 
^ Sr#^^-f-5lil^^ 2 2|5^<^E LMOtODP/GT P^^H^^ 

15 2 4. 1 3 ~ 2 3 (Z)V^-rt^/0^IB^OE LMO .i: GD P/GT P 

25. fi^IKl3~23 cDVN-rtu;(>^fB^(Z> E LMOiGDP/GTP 

^ 3^ ^ *1i fij I j: ^ H i- ^ ^ t c ^ 1- 5 ?^ ^ m ^ ^ ife o 

26. D O CK 2 ^ E LMO <b GD P/GT P^^a^^^^;^«^^t 
Sr^M^-tir. ^V^T'D O OK 2 E LMO ^ (T^^-^J^^om^^ feSVN 

25 ELMOi:GDP/GTP^mH^i:(^^'a'?^^©@^SrPFffi-t--5 

^ ^#m^-t-SR a c mmtiS:m!^mxitnumM(D:^ ^ v--:^^ 

33 



wo 2004/048974 



PCT/JP2003/014538 



2 7. DOCK2<DSH3K^^>'^ELMp^GDP/GTP 

t^^^M t ^I^M^"^. ^V^T♦D O C K 2 S H 3 K^-Y^-^E 
LMO tcO^-^M^O^mS.^ E LMO ^ GD P/GT 

2 8. GTP^^M(D?SttMR a c ffl-T S r ^ j; «9 , ^-g-?^^ 

10 2 9. ELMO;6S. D O C K 2 ^ b fc E L M O -5 r ^ ^ 

^ i-^it*^ 2 6 ~ 2 8 (D\,^-rtl^>mW.<DR a c ^tt-fbliai^^KX fi^fl 

30. ELMO^S^ E LMO 1 -CfcS ^ ^ Sr#i!c^i-5ff 2 6 ~ 

2 9 (Dv^-ftL 36^15^ OR a c mmtiS:mmMxnnM^M<D i^ v 

15 ^^^^feo 

3 1. GDP/GT P5S^mH^;5^ R a c ^mStJfeGD P/GT P^ 
mS^-efeS ;i t Sr#iii:^i-5lf 2 6 ~ 3 0 <^ V^-rtL;6^|Bmo R a 

3 2. R a c m^^t^GU P / G T P ^^H^^-;^^ T i a m 1 T? S ^ 

20 t^mmt-t^ni^^^ iis«fe(DRa c^tt{b<S5i#i^x««i$iji^K<^ 

3 3 . 2 6-32 OV^-ri^;^)^|Em(7)R a c ^Stt^fb^Jeil^J^X 

25 3 4. ft^:« 2 6 ~ 3 2 (^V>Tti;5^lBm(^R a c ^Stt'fbieiii^^Xfi 
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3 5. it^:^ 2 6 ~ 3 2 (DV^-f tT,;6^IBmOR a c ?S-14-(k{JEjt^KXf* 

^ i- 6 1^ ^ <^ m :^ ^fe o 

36. m^^ll. 2 4.X{* 3 4|B^(7?^m;^ifet-<t #btL^ w ^ 

10 3 7.IS*«12. 2 5 Xf* 3 5lB*fe<^^P^:^?fetJ:i: 9 #^tt5 ;i 

38. S H 3 K7« :xSr-^tpDO CK 2 (DN5^i^g^*^^^6^^ Us D 
OCK2<^SH3 K^-f^/t|^SH3 h' ^ ^^^^^ l^^-^ ^ M t^^^ 
15 W ^^^ii <*5<CV^T*DOCK2iSH3 K^^ V^-^ ^ ^-^^ K t 

3 9. ^^«DOCK 2S.tJ«DOCK 2:^^^Mf!|2^^m-t'S5te^ 
20 DO C K 2 <?5^tg i/<Srl^^ b, ^^tg >'i:# 

'g'-rsi^tg Kp^-f v^-^^^-^^^^mu. DOCK 2(Dmm Kp«-r 

H K;^ ^-^-g-^^-nF-iri^^^iK^ DOCK 2 (Dmm 
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DOCK2 

DOCK2N 
DOCK2AC 

D0CK2AN 



505 



1828 



1311 



1828 



Total cell lysate 
WB: taVSfitt*: 

IP.tiiHAtat*: 
WB: taVSiSi* 

IPrftiHAmtt: 
WB: taVSSti* 
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m2 



DOCK2^ 
DOCK2AN^ 

NS^ 




B 



CO 

CO 

CO a 

i ^ ^ 



Rac-GTP 
Rac > 









8^3 


propidium iodide 
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^3 



^° 20 30 40 

ERHGVAFYNFGGSEAQHLTLQIGDWRIQETGGDWYRGYL 



TkH KLSQG I FPTSFI H LKEVtH/EKRRN I EN M PAEI PLAQ 



B 



Total cell lysate 
WB: JaVSfitflc 

IP: t/tHAt/tft 
WB:fitV5fit«: 

IP: SiHAfiii* 
WB: tSHAjaft: 
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o lu UJ UJ UJ 



O 
a 



S3 



CO 
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CO <D 
D- U- 



ELM01 



ELM01 



DOCK2fc-g)lN(i 
^MDOCK2 
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ELM01 



ELM01-dei1 



147 



J27 
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ELM01-deIPH 
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Total cell lysate 
WB:JitV5fittt: 

IP:taHAtiiti* 
WB:taV5Jn:«: 

IP:taHAfii«: 
WB:fitHAtStt: 



- ELM01 

- ELM01 

ELMOI^^iem 



DOCK2 
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511 



A 

ELM01 
ELM01-del1 



727 



147 



ELMOI-delPH 



B 



Total ceil lysate 
WB:fetV5fitt*: 



IPrlnHAgti* 



IP:tiiHAgt«: 
WB:fitV5SLft: 



727 



345 



727 



565 



695 727 
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ELM01 



ELM01 
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SEQUENCE LISTING 
<110> Japan Science and Technology Agency 

<120> The functional domain and its associated molecule of D0CK2 which is 
essential for lymphocyte migration 

<130> A031-44PCT 

<140> 
<141> 

<150> JP P2002-342683 

<151> 2002-11-26 

<160> 7 

<170> Patentin Ver. 2. 1 

<210> 1 
<211> 1828 
<212> PRT 

<213> Mus musculus 
<400> 1 

Met Ala Pro Trp Arg Lys Thr Asp Lys Glu Arg His Gly Val Ala He 
15 10 15 
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Tyr Asn Phe Gin Gly Ser Glu Ala Gin His Leu Thr Leu Gin He Gly 
20 25 30 

Asp Val Val Arg He Gin Glu Thr Cys Gly Asp Trp Tyr Arg Gly Tyr 
35 40 45 

Leu He Lys His Lys Leu Ser Gin Gly He Phe Pro Thr Ser Phe He 
50 55 60 

His Leu Lys Glu Val Thr Val Glu Lys Arg Arg Asn He Glu Asn He 
65 70 75 80 

He Pro Ala Glu He Pro Leu Ala Gin Glu Val Thr Thr Thr Leu Trp 
85 90 95 

Glu Trp Gly Ser He Trp Lys Gin Leu Tyr Val Ala Ser Lys Lys Glu 
100 105 110 

Arg Phe Leu Gin Val Gin Ser Met Met Tyr Asp Leu Met Glu Trp Arg 
115 120 125 

Ser Gin Leu Leu Ser Gly Thr Leu Pro Lys Asp Glu Leu Lys Glu Leu 
130 135 140 



Lys Gin Lys Val Thr Ser Lys He Asp Tyr Gly Asn Lys He Leu Glu 
145 150 155 160 
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Leu Asp Leu He Val Arg Asp Glu Asp Gly Asn He Leu Asp Pro Asp 
165 170 175 

Lys Thr Ser Val He Ser Leu Phe His Ala His Glu Glu Ala Thr Tyr 
180 185 190 

Lys He Thr Glu Arg He Lys Glu Glu Met Ser Lys Asp Gin Pro Asp 
195 200 205 

Tyr Gly Val Tyr Ser Arg He Ser Ser Ser Pro Thr His Ser Leu Tyr 
210 215 220 

Val Phe Val Arg Asn Phe Val Cys Arg He Gly Glu Asp Ala Glu Leu 
225 230 235 240 

Phe Met Ser Leu Tyr Asp Pro His Lys Gin Thr Val He Ser Glu Asn 
245 250 255 

Tyr Leu Val Arg Trp Gly Ser Lys Gly Phe Pro Lys Glu He Glu Met 
260 265 270 

Leu Asn Asn Leu Lys Val Val Phe Thr Asp Leu Gly Asn Lys Asp Leu 
275 280 285 

Asn Arg Asp Lys He Phe Leu He Cys Gin He Val Arg He Gly Lys 
290 295 300 
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Met Asp Leu Lys Asp He Asn Ala Lys Lys Cys Thr Gin Gly Leu Arg 
305 310 315 320 

Arg Pro Phe Gly Val Ala Val Met Asp He Thr Asp He He Lys Gly 
325 330 335 

Lys Ala Glu Ser Asp Glu Glu Lys Gin His Phe He Pro Phe His Pro 
340 345 350 

Val Ser Ala Glu Asn Asp Phe Leu His Ser Leu Leu Gly Lys Val He 
355 360 365 

Ala Ser Lys Gly Asp Ser Gly Gly Gin Gly Leu Trp Val Thr Met Lys 
370 375 380 

Met Leu Val Gly Asp He He Gin He Arg Lys Asp Tyr Pro His Leu 
385 390 395 400 

Val Asp Arg Thr Thr Val Val Ala Arg Lys Leu Gly Phe Pro Glu He 
405 410 415 

He Met Pro Gly Asp Val Arg Asn Asp He Tyr He Thr Leu Leu Gin 
420 425 430 

Gly Asp Phe Asp Lys Tyr Thr Lys Thr Thr Gin Arg Asn Val Glu Val 
435 440 445 
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He Met Cys Val Cys Thr Glu Asp Gly Lys Val Leu Pro Asn Ala He 
450 455 460 

Cys Val Gly Ala Gly Asp Lys Ala Met Asn Glu Tyr His Ser Val Val 
465 470 475 480 

Tyr Tyr Gin Val Lys Gin Pro Arg Trp Met Glu Thr Val Lys Val Ala 
485 490 495 

Val Pro He Glu Asp Met Gin Arg He His Leu Arg Phe Met Phe Arg 
500 505 510 

His Arg Ser Ser Leu Glu Ser Lys Asp Lys Gly Glu Lys Asn Phe Ala 
515 520 525 

Met Ser Tyr Val Lys Leu Met Lys Glu Asp Gly Thr Thr Leu His Asp 
530 535 540 

Gly Tyr His Glu Leu Val Val Leu Lys Gly Asp Ser Lys Lys Met Glu 
545 550 555 560 

Asp Ala Ser Ala Tyr Leu Thr Leu Pro Ser Tyr Arg His Pro Val Glu 
565 570 575 

Asn Lys Gly Ala Thr Leu Ser Arg Ser Ser Ser Ser Val Gly Gly Leu 
580 585 590 
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Ser Val Ser Ser Arg Asp Val Phe Ser lie Ser Thr Leu Val Cys Ser 
595 600 605 

Thr Lys Leu Thr Gin Asn Val Gly Leu Leu Gly Leu Leu Lys Trp Arg 
610 615 620 

Met Lys Pro Gin Leu Leu Gin Glu Asn Leu Glu Lys Leu Lys He Val 
625 630 635 640 

Asp Gly Glu Glu Val Val Lys Phe Leu Gin Asp Thr Leu Asp Ala Leu 
645 650 655 

Phe Asn He Met Met Glu His Ser Gin Ser Asn Glu Tyr Asp He Leu 
660 665 670 

Val Phe Asp Ala Leu He Tyr He He Gly Leu He Ala Asp Arg Lys 
675 680 685 

Phe Gin His Phe Asn Thr Val Leu Glu Ala Tyr He Gin Gin His Phe 
690 695 700 

Ser Ala Thr Leu Ala Tyr Lys Lys Leu Met Thr Val Leu Lys Thr Tyr 
705 710 715 720 

Leu Asp Thr Ser Ser Arg Gly Glu Gin Cys Glu Pro He Leu Arg Thr 
725 730 735 
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Leu Lys Ala Leu Glu Tyr Val Phe Lys Phe He Val Arg Ser Arg Thr 
740 745 750 

Leu Phe Ser Gin Leu Tyr Glu Gly Lys Glu Gin Met Glu Phe Glu Glu 
755 760 765 

Ser Met Arg Arg Leu Phe Glu Ser He Asn Asn Leu Met Lys Ser Gin 
770 775 780 

Tyr Lys Thr Thr He Leu Leu Gin Val Ala Ala Leu Lys Tyr He Pro 
785 790 795 800 

Ser Val Leu His Asp Val Glu Thr Val Phe Asp Ala Lys Leu Leu Ser 
805 810 815 

Gin Leu Leu Tyr Glu Phe Tyr Thr Cys He Pro Pro Val Lys Leu Gin 
820 825 830 

Lys Gin Lys Val Gin Ser Met Asn Glu He Val Gin Ser Asn Leu Phe 
835 840 845 

Lys Lys Gin Glu Cys Arg Asp He Leu Leu Pro Val He Thr Lys Glu 
850 855 860 

Leu Lys Glu Leu Leu Glu Gin Arg Asp Asp Gly Gin His Gin Ala Glu 
865 870 875 880 
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Lys Lys His Cys Val Glu Leu Leu Asn Ser He Leu Glu Val Leu Ser 
885 890 895 

Cys Gin Asp Ala Ala Phe Thr Tyr Asp His He Gin Glu He Met Val 
900 905 910 

Gin Leu Leu Arg Thr Val Asn Arg Thr Val He Thr Met Gly Arg Asp 
915 920 925 

His Ala Leu He Ser His Phe Glu Ala Cys Met Thr Ala He Leu Asp 
930 935 940 

Gin Met Gly Asp Gin His Tyr Ser Phe Tyr He Glu Thr Phe Gin Thr 
945 950 955 960 

Ser Ser Asp Leu Val Asp Phe Leu Met Glu Thr Phe He Met Phe Lys 
965 970 975 

Asp Leu He Gly Lys Asn Val Tyr Pro Gly Asp Trp Met Ala Met Ser 
980 985 990 

Met Val Gin Asn Arg Val Phe Leu Arg Ala He Asn Lys Phe Ala Glu 
995 1000 1005 

Thr Met Asn Gin Lys Phe Leu Glu His Thr Ser Phe Glu Phe Gin Leu 
1010 1015 1020 
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Trp Asn Asn Tyr Phe His Leu Ala Val Ala Phe He Thr Gin Asp Ser 
1025 1030 1035 1040 

Leu Gin Leu Glu Gin Phe Thr His Ala Lys Tyr Asn Lys He Leu Asn 
1045 1050 1055 

Lys Tyr Gly Asp Met Arg Arg Leu He Gly Phe Ser He Arg Asp Met 
1060 1065 1070 

Trp Tyr Lys Leu Gly Gin Asn Lys He Cys Phe He Pro Gly Met Val 
1075 1080 1085 

Gly Pro He Leu Glu Met Thr Leu He Pro Glu Ala Glu Leu Arg Lys 
1090 1095 1100 

Ala Thr He Pro He Phe Phe Asp Met Met Leu Cys Glu Tyr Gin Arg 
1105 1110 1115 1120 

Thr Gly Ala Phe Lys Lys Phe Glu Asn Glu He He Leu Lys Leu Asp 
1125 1130 1135 

His Glu Val Glu Gly Gly Arg Gly Asp Glu Gin Tyr Met Gin Leu Leu 
1140 1145 1150 

Glu Ser He Leu Met Glu Cys Thr Ala Glu His Pro Thr He Ala Lys 
1155 1160 1165 
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Ser Val Glu Asn Phe Val Ser Leu Val Lys Gly Leu Leu Glu Lys Leu 
1170 1175 1180 

Leu Asp Tyr Arg Gly Val Met Thr Asp Glu Ser Lys Asp Asn Arg Met 
1185 1190 1195 1200 

Ser Cys Thr Val Asn Leu Leu Asn Phe Tyr Lys Asp Asn Asn Arg Glu 
1205 1210 1215 

Glu Met Tyr He Arg Tyr Leu Tyr Lys Leu Arg Asp Leu His Leu Asp 
1220 1225 1230 

Cys Glu Asn Tyr Thr Glu Ala Ala Tyr Thr Leu Leu Leu His Thr Trp 
1235 1240 1245 

Leu Leu Lys Trp Ser Asp Glu Gin Cys Ala Ser Gin Val Met Gin Thr 
1250 1255 1260 

Gly Gin Gin His Pro Gin Thr His Arg Gin Leu Lys Glu Thr Leu Tyr 
1265 1270 1275 1280 

Glu Thr He He Gly Tyr Phe Asp Lys Gly Lys Met Trp Glu Glu Ala 
1285 1290 1295 

He Ser Leu Cys Lys Glu Leu Ala Glu Gin Tyr Glu Met Glu He Phe 
1300 1305 1310 
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Asp Tyr Glu Leu Leu Ser Gin Asn Leu Thr Gin Gin Ala Lys Phe Tyr 
1315 1320 1325 

Glu Asn He Met Lys He Leu Arg Thr Lys Pro Asp Tyr Phe Ala Val 
1330 1335 1340 

Gly Tyr Tyr Gly Gin Gly Phe Pro Ser Phe Leu Arg Asn Lys Val Phe 
1345 1350 1355 1360 

He Tyr Arg Gly Lys Glu Tyr Glu Arg Arg Glu Asp Phe Gin Met Gin 
1365 1370 1375 

Leu Leu Ser Gin Phe Pro Asn Ala Glu Lys Met Asn Thr Thr Ser Ala 
1380 1385 1390 

Pro Gly Asp Asp Val Arg Asn Ala Pro Gly Gin Tyr He Gin Cys Phe 
1395 1400 1405 

Thr Val Gin Pro Val Leu Asp Glu His Pro Arg Phe Lys Asn Lys Pro 
1410 1415 1420 

Val Pro Asp Gin He He Asn Phe Tyr Lys Ser Asn Tyr Val Gin Lys 
1425 1430 1435 1440 

Phe His Tyr Ser Arg Pro Val Arg Arg Gly Lys Val Asp Pro Glu Asn 
1445 1450 1455 
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Glu Phe Ala Ser Met Trp He Glu Arg Thr Ser Phe Leu Thr Ala Tyr 
1460 1465 1470 

Lys Leu Pro Gly He Leu Arg Trp Phe Glu Val Val His Met Ser Gin 
1475 1480 1485 

Thr Thr He Ser Pro Leu Glu Asn Ala He Glu Thr Met Ser Thr Val 
1490 1495 1500 

Asn Glu Lys He Leu Met Met He Asn Gin Tyr Gin Ser Asp Glu Ser 
1505 1510 1515 1520 

Leu Pro He Asn Pro Leu Ser Met Leu Leu Asn Gly He Val Asp Pro 
1525 1530 1535 

Ala Val Met Gly Gly Phe Ala Lys Tyr Glu Lys Ala Phe Phe Thr Glu 
1540 1545 1550 

Glu Tyr Ser Arg Glu His Pro Glu Asp Gin Asp Lys Leu Ser His Leu 
1555 1560 1565 

Lys Asp Leu He Ala Trp Gin He Pro Phe Leu Gly Ala Gly He Lys 
1570 1575 1580 

He His Glu Lys Arg Val Ser Asp Asn Leu Arg Pro Phe His Asp Arg 
1585 1590 1595 1600 
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Met Glu Glu Cys Phe Lys Asn Leu Lys Met Lys Val Glu Lys Glu Tyr 
1605 1610 1615 

Gly Val Arg Glu Met Pro Asp Phe Glu Asp Arg Arg Val Gly Arg Pro 
1620 1625 1630 

Arg Ser Met Leu Arg Ser Tyr Arg Gin Met Ser Val He Ser Leu Ala 
1635 1640 1645 

Ser Met His Ser Asp Cys Ser Thr Pro Ser Lys Val Pro Ala Glu Ser 
1650 1655 1660 

Phe Asp Leu Glu Ser Ala Pro Pro Lys Thr Pro Lys Val Glu Glu Glu 
1665 1670 1675 1680 

Pro He Ser Pro Gly Ser Thr Leu Pro Glu Val Lys Leu Arg Arg Ser 
1685 1690 1695 

Lys Lys Arg Thr Lys Arg Ser Ser Val Val Phe Ala Asp Glu Lys Ala 
1700 1705 1710 

Ala Thr Glu Ser Asp Leu Lys Arg Leu Ser Arg Lys Gin Glu Phe Met 
1715 1720 1725 

Ser Asp Thr Asn Leu Ser Glu His Ala Ala He Pro Ala Arg Val Ser 
1730 1735 1740 
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lie Leu Ser Gin Met Ser Phe Ala Ser Gin Ser Met Pro Thr He Pro 
1745 1750 1755 1760 

Ala Leu Thr Leu Ser Val Ala Gly Val Pro Gly Leu Asp Glu Ala Asn 
1765 1770 1775 

Thr Ser Pro Arg Leu Ser Gin Thr Phe Phe Gin Val Ser Asp Gly Asp 
1780 1785 1790 

Lys Lys Thr Leu Lys Lys Lys Lys Val Asn Gin Phe Phe Lys Thr Met 
1795 1800 1805 

Leu Ala Ser Lys Ser Ser Glu Glu Ser Lys Gin He Pro Asp Phe Leu 
1810 1815 1820 

Ser Thr Asn Met 
1825 

<210> 2 
<211> 1830 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Met Ala Pro Trp Arg Lys Ala Asp Lys Glu Arg His Gly Val Ala lie 
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15 10 15 

Tyr Asn Phe Gin Gly Ser Gly Ala Pro Gin Leu Ser Leu Gin He Gly 
20 25 30 

Asp Val Val Arg He Gin Glu Thr Cys Gly Asp Trp Tyr Arg Gly Tyr 
35 40 45 

Leu He Lys His Lys Met Leu Gin Gly He Phe Pro Lys Ser Phe He 
50 55 60 

His He Lys Glu Val Thr Val Glu Lys Arg Arg Asn Thr Glu Asn He 
65 70 75 80 

He Pro Ala Glu He Pro Leu Ala Gin Glu Val Thr Thr Thr Leu Trp 
85 90 95 

Glu Trp Gly Ser He Trp Lys Gin Leu Tyr Val Ala Ser Lys Lys Glu 
100 105 110 

Arg Phe Leu Gin Val Gin Ser Met Met Tyr Asp Leu Met Glu Trp Arg 
115 120 125 

Ser Gin Leu Leu Ser Gly Thr Leu Pro Lys Asp Glu Leu Lys Glu Leu 
130 135 140 

Lys Gin Lys Val Thr Ser Lys He Asp Tyr Gly Asn Lys He Leu Glu 
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145 ISO 155 160 

Leu Asp Leu lie Val Arg Asp Glu Asp Gly Asn lie Leu Asp Pro Asp 
165 170 175 

Asn Thr Ser Val He Ser Leu Phe His Ala His Glu Glu Ala Thr Asp 
180 185 190 

Lys He Thr Glu Arg He Lys Glu Glu Met Ser Lys Asp Gin Pro Asp 
195 200 205 

Tyr Ala Met Tyr Ser Arg He Ser Ser Ser Pro Thr His Ser Leu Tyr 
210 215 220 

Val Phe Val Arg Asn Phe Val Cys Arg He Gly Glu Asp Ala Glu Leu 
225 230 235 240 

Phe Met Ser Leu Tyr Asp Pro Asn Lys Gin Thr Val He Ser Glu Asn 
245 250 255 

Tyr Leu Val Arg Trp Gly Ser Arg Gly Phe Pro Lys Glu He Glu Met 
260 265 270 

Leu Asn Asn Leu Lys Val Val Phe Thr Asp Leu Gly Asn Lys Asp Leu 
275 280 285 

Asn Arg Asp Lys He Tyr Leu He Cys Gin He Val Arg Val Gly Lys 
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290 295 300 

Met Asp Leu Lys Asp Thr Gly Ala Lys Lys Cys Thr Gin Gly Leu Arg 
305 310 315 320 

Arg Pro Phe Gly Val Ala Val Met Asp He Thr Asp He He Lys Gly 
325 330 335 

Lys Ala Glu Ser Asp Glu Glu Lys Gin His Phe He Pro Phe His Pro 
340 345 350 

Val Thr Ala Glu Asn Asp Phe Leu His Ser Leu Leu Gly Lys Val He 
355 360 365 

Ala Ser Lys Gly Asp Ser Gly Gly Gin Gly Leu Trp Val Thr Met Lys 
370 375 380 

Met Leu Val Gly Asp He He Gin He Arg Lys Asp Tyr Pro His Leu 
385 390 395 400 

Val Asp Arg Thr Thr Val Val Ala Arg Lys Leu Gly Phe Pro Glu He 
405 410 415 

He Met Pro Gly Asp Val Arg Asn Asp He Tyr He Thr Leu Leu Gin 
420 425 430 

Gly Asp Phe Asp Lys Tyr Asn Lys Thr Thr Gin Arg Asn Val Glu Val 
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435 440 445 

He Met Cys Val Cys Ala Glu Asp Gly Lys Thr Leu Pro Asn Ala He 
450 455 460 

Cys Val Gly Ala Gly Asp Lys Pro Met Asn Glu Tyr Arg Ser Val Val 
465 470 475 480 

Tyr Tyr Gin Val Lys Gin Pro Arg Trp Met Glu Thr Val Lys Val Ala 
485 490 495 

Val Pro He Glu Asp Met Gin Arg He His Leu Arg Phe Met Phe Arg 
500 505 510 

His Arg Ser Ser Leu Glu Ser Lys Asp Lys Gly Glu Lys Asn Phe Ala 
515 520 525 

Met Ser Tyr Val Lys Leu Met Lys Glu Asp Gly Thr Thr Leu His Asp 
530 535 540 

Gly Phe His Asp Leu Val Val Leu Lys Gly Asp Ser Lys Lys Met Glu 
545 550 555 560 

Asp Ala Ser Ala Tyr Leu Thr Leu Pro Ser Tyr Arg His His Val Glu 
565 570 575 

Asn Lys Gly Ala Thr Leu Ser Arg Ser Ser Ser Ser Val Gly Gly Leu 
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580 



585 



590 



Ser Val Ser Ser Arg Asp Val Phe Ser He Ser Thr Leu Val Cys Ser 
595 600 605 

Thr Lys Leu Thr Gin Asn Val Gly Leu Leu Gly Leu Leu Lys Trp Arg 
610 615 620 

Met Lys Pro Gin Leu Leu Gin Glu Asn Leu Glu Lys Leu Lys He Val 
625 630 635 640 

Asp Gly Glu Glu Val Val Lys Phe Leu Gin Asp Thr Leu Asp Ala Leu 
645 650 655 

Phe Asn He Met Met Glu His Ser Gin Ser Asp Glu Tyr Asp He Leu 
660 665 670 

Val Phe Asp Ala Leu He Tyr He He Gly Leu He Ala Asp Arg Lys 
675 680 685 

Phe Gin His Phe Asn Thr Val Leu Glu Ala Tyr He Gin Gin His Phe 
690 695 700 

Ser Ala Thr Leu Ala Tyr Lys Lys Leu Met Thr Val Leu Lys Thr Tyr 
705 710 715 720 



Leu Asp Thr Ser Ser Arg Gly Glu Gin Cys Glu Pro He Leu Arg Thr 
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725 



730 



735 



Leu Lys Ala Leu Glu Tyr Val Phe Lys Phe He Val Arg Ser Arg Thr 
740 745 750 

Leu Phe Ser Gin Leu Tyr Glu Gly Lys Glu Gin Met Glu Phe Glu Glu 
755 760 765 

Ser Met Arg Arg Leu Phe Glu Ser He Asn Asn Leu Met Lys Ser Gin 
770 775 780 

Tyr Lys Thr Thr He Leu Leu Gin Val Ala Ala Leu Lys Tyr He Pro 
785 790 795 800 

Ser Val Leu His Asp Val Glu Met Val Phe Asp Ala Lys Leu Leu Ser 
805 810 815 

Gin Leu Leu Tyr Glu Phe Tyr Thr Cys He Pro Pro Val Lys Leu Gin 
820 825 830 

Lys Gin Lys Val Gin Ser Met Asn Glu He Val Gin Ser Asn Leu Phe 
835 840 845 

Lys Lys Gin Glu Cys Arg Asp He Leu Leu Pro Val He Thr Lys Glu 
850 855 860 



Leu Lys Glu Leu Leu Glu Gin Lys Asp Asp Met Gin His Gin Val Leu 
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865 870 875 880 

Glu Arg Lys Tyr Cys Val Glu Leu Leu Asn Ser He Leu Glu Val Leu 
885 890 895 

Ser Tyr Gin Asp Ala Ala Phe Thr Tyr His His He Gin Glu He Met 
900 905 910 

Val Gin Leu Leu Arg Thr Val Asn Arg Thr Val He Thr Met Gly Arg 
915 920 925 

Asp His He Leu He Ser His Phe Val Ala Cys Met Thr Ala He Leu 
930 935 940 

Asn Gin Met Gly Asp Gin His Tyr Ser Phe Tyr He Glu Thr Phe Gin 
945 950 , 955 960 

Thr Ser Ser Glu Leu Val Asp Phe Leu Met Glu Thr Phe He Met Phe 
965 970 975 

Lys Asp Leu He Gly Lys Asn Val Tyr Pro Gly Asp Trp Met Ala Met 
980 985 990 

Ser Met Val Gin Asn Arg Val Phe Leu Arg Ala He Asn Lys Phe Ala 
995 1000 1005 

Glu Thr Met Asn Gin Lys Phe Leu Glu His Thr Asn Phe Glu Phe Gin 

2 1/6 1 



wo 2004/048974 



PCT/JP2003/014538 



1010 1015 1020 

Leu Trp Asn Asn Tyr Phe His Leu Ala Val Ala Phe He Thr Gin Asp 
1025 1030 1035 1040 

Ser Leu Gin Leu Glu Gin Phe Ser His Ala Lys Tyr Asn Lys He Leu 
1045 1050 1055 

Asn Lys Tyr Gly Asp Met Arg Arg Leu He Gly Phe Ser He Arg Asp 
1060 1065 1070 

Met Trp Tyr Lys Leu Gly Gin Asn Lys He Cys Phe He Pro Gly Met 
1075 1080 1085 

Val Gly Pro He Leu Glu Met Thr Leu He Pro Glu Ala Glu Leu Arg 
1090 1095 1100 

Lys Ala Thr He Pro He Phe Phe Asp Met Met Leu Cys Glu Tyr Gin 
1105 1110 1115 1120 

. Arg Ser Gly Asp Phe Lys Lys Phe Glu Asn Glu He He Leu Lys Leu 
1125 1130 1135 

Asp His Glu Val Glu Gly Gly Arg Gly Asp Glu Gin Tyr Met Gin Leu 
1140 1145 1150 

Leu Glu Ser He Leu Met Glu Cys Ala Ala Glu His Pro Thr He Ala 



2 2/6 1 



wo 2004/048974 



PCT/JP2003/014538 



1155 1160 1165 

Lys Ser Val Glu Asn Phe Val Asn Leu Val Lys Gly Leu Leu Glu Lys 
1170 1175 1180 

Leu Leu Asp Tyr Arg Gly Val Met Thr Asp Glu Ser Lys Asp Asn Arg 
1185 1190 1195 1200 

Met Ser Cys Thr Val Asn Leu Leu Asn Phe Tyr Lys Asp Asn Asn Arg 
1205 1210 1215 

Glu Glu Met Tyr He Arg Tyr Leu Tyr Lys Leu Arg Asp Leu His Leu 
1220 1225 1230 

Asp Cys Asp Asn Tyr Thr Glu Ala Ala Tyr Thr Leu Leu Leu His Thr 
1235 1240 1245 

Trp Leu Leu Lys Trp Ser Asp Glu Gin Cys Ala Ser Gin Val Met Gin 
1250 1255 1260 

Thr Gly Gin Gin His Pro Gin Thr His Arg Gin Leu Lys Glu Thr Leu 
1265 1270 1275 1280 

Tyr Glu Thr He He Gly Tyr Phe Asp Lys Gly Lys Met Trp Glu Glu 
1285 1290 1295 

Ala He Ser Leu Cys Lys Glu Leu Ala Glu Gin Tyr Glu Met Glu He 
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1300 1305 1310 

Phe Asp Tyr Glu Leu Leu Ser Gin Asn Leu lie Gin Gin Ala Lys Phe 
1315 1320 1325 

Tyr Glu Ser He Met Lys He Leu Arg Pro Lys Pro Asp Tyr Phe Ala 
1330 1335 1340 

Val Gly Tyr Tyr Gly Gin Gly Phe Pro Ser Phe Leu Arg Asn Lys Val 
1345 1350 1355 1360 

Phe He Tyr Arg Gly Lys Glu Tyr Glu Arg Arg Glu Asp Phe Gin Met 
1365 1370 1375 

Gin Leu Met Thr Gin Phe Pro Asn Ala Glu Lys Met Asn Thr Thr Ser 
1380 1385 1390 

Ala Pro Gly Asp Asp Val Lys Asn Ala Pro Gly Gin Tyr He Gin Cys 
1395 1400 1405 

Phe Thr Val Gin Pro Val Leu Asp Glu His Pro Arg Phe Lys Asn Lys 
1410 1415 1420 

Pro Val Pro Asp Gin He He Asn Phe Tyr Lys Ser Asn Tyr Val Gin 
1425 1430 1435 1440 

Arg Phe His Tyr Ser Arg Pro Val Arg Arg Gly Thr Val Asp Pro Glu 
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1445 1450 1455 

Asn Glu Phe Ala Ser Met Trp He Glu Arg Thr Ser Phe Val Thr Ala 
1460 1465 1470 

Tyr Lys Leu Pro Gly He Leu Arg Trp Phe Glu Val Val His Met Ser 
1475 1480 1485 

Gin Thr Thr He Ser Pro Leu Glu Asn Ala He Glu Thr Met Ser Thr 
1490 1495 1500 

Ala Asn Glu Lys He Leu Met Met He Asn Gin Tyr Gin Ser Asp Glu 
1505 1510 1515 1520 

Thr Leu Pro He Asn Pro Leu Ser Met Leu Leu Asn Gly He Val Asp 
1525 1530 1535 

Pro Ala Val Met Gly Gly Phe Ala Lys Tyr Glu Lys Ala Phe Phe Thr 
1540 1545 1550 

Glu Glu Tyr Val Arg Asp His Pro Glu Asp Gin Asp Lys Leu Thr His 
1555 1560 1565 

Leu Lys Asp Leu He Ala Trp Gin He Pro Phe Leu Gly Ala Gly He 
1570 1575 1580 

Lys He His Glu Lys Arg Val Ser Asp Asn Leu Arg Pro Phe His Asp 
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1585 1590 1595 1600 

Arg Met Glu Glu Cys Phe Lys Asn Leu Lys Met Lys Val Glu Lys Glu 
1605 1610 1615 

Tyr Gly Val Arg Glu Met Pro Asp Phe Asp Asp Arg Arg Val Gly Arg 
1620 1625 1630 

Pro Arg Ser Met Leu Arg Ser Tyr Arg Gin Met Ser He He Ser Leu 
1635 1640 1645 

Ala Ser Met Asn Ser Asp Cys Ser Thr Pro Ser Lys Pro Thr Ser Glu 
1650 1655 1660 

Ser Phe Asp Leu Glu Leu Ala Ser Pro Lys Thr Pro Arg Val Glu Gin 
1665 1670 1675 1680 

Glu Glu Pro He Ser Pro Gly Ser Thr Leu Pro Glu Val Lys Leu Arg 
1685 1690 1695 

Arg Ser Lys Lys Arg Thr Lys Arg Ser Ser Val Val Phe Ala Asp Glu 
1700 1705 1710 

Lys Ala Ala Ala Glu Ser Asp Leu Lys Arg Leu Ser Arg Lys His Glu 
1715 1720 1725 

Phe Met Ser Asp Thr Asn Leu Ser Glu His Ala Ala He Pro Leu Lys 
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1730 1735 1740 

Ala Ser Val Leu Ser Gin Met Ser Phe Ala Ser Gin Ser Met Pro Thr 
1745 1750 1755 1760 

He Pro Ala Leu Ala Leu Ser Val Ala Gly He Pro Gly Leu Asp Glu 
1765 1770 1775 

Ala Asn Thr Ser Pro Arg Leu Ser Gin Thr Phe Leu Gin Leu Ser Asp 
1780 1785 1790 

Gly Asp Lys Lys Thr Leu Thr Arg Lys Lys Val Asn Gin Phe Phe Lys 
1795 1800 1805 

Thr Met Leu Ala Ser Lys Ser Ala Glu Glu Gly Lys Gin He Pro Asp 
1810 1815 1820 

Ser Leu Ser Thr Asp Leu 
1825 1830 



<210> 3 
<211> 727 
<212> PRT 
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Met Pro Pro Pro Ser Asp He Val Lys Val Ala He Glu Trp Pro Gly 
15 10 15 

Ala Tyr Pro Lys Leu Met Glu He Asp Gin Lys Lys Pro Leu Ser Ala 
20 25 30 

He He Lys Glu Val Cys Asp Gly Trp Ser Leu Ala Asn His Glu Tyr 
35 40 45 

Phe Ala Leu Gin His Ala Asp Ser Ser Asn Phe Tyr He Thr Glu Lys 
50 55 60 

Asn Arg Asn Glu lie Lys Asn Gly Thr He Leu Arg Leu Thr Thr Ser 
65 70 75 80 

Pro Ala Gin Asn Ala Gin Gin Leu His Glu Arg He Gin Ser Ser Ser 
85 90 95 

Met Asp Ala Lys Leu Glu Ala Leu Lys Asp Leu Ala Ser Leu Ser Arg 
100 105 110 

Asp Val Thr Phe Ala Gin Glu Phe He Asn Leu Asp Gly He Ser Leu 
115 120 125 

Leu Thr Gin Met Val Glu Ser Gly Thr Glu Arg Tyr Gin Lys Leu Gin 
130 135 140 
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Lys He Met Lys Pro Cys Phe Gly Asp Met Leu Ser Phe Thr Leu Thr 
145 150 155 160 

Ala Phe Val Glu Leu Met Asp His Gly He Val Ser Trp Asp Thr Phe 
165 170 175 

Ser Val Ala Phe He Lys Lys He Ala Ser Phe Val Asn Lys Ser Ala 
180 185 190 

He Asp He Ser He Leu Gin Arg Ser Leu Ala He Leu Glu Ser Met 
195 200 205 

Val Leu Asn Ser His Asp Leu Tyr Gin Lys Val Ala Gin Glu He Thr 
• 210 215 220 

He Gly Gin Leu He Pro His Leu Gin Gly Thr Asp Gin Glu He Gin 
225 230 235 240 

Thr Tyr Thr He Ala Val He Asn Ala Leu Phe Leu Lys Ala Pro Asp 
245 250 255 

Glu Arg Arg Gin Glu Met Ala Asn He Leu Ala Gin Lys Gin Leu Arg 
260 265 270 

Tyr He He Leu Thr His Val He Arg Ala Gin Arg Ala He Asn Asn 
275 280 285 
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Glu Met Ala His Gin Leu Tyr Val Leu Gin Val Leu Thr Phe Asn Leu 
290 295 300 

Leu Glu Asp Arg Met Met Thr Lys Met Asp Pro Gin Asp Gin Ala Gin 
305 310 315 320 

Arg Asp lie lie Phe Glu Leu Arg Arg lie Ala Phe Asp Ala Glu Ser 

325 330 335 

Glu Pro Asn Asn Ser Ser Gly Ser Met Glu Lys Arg Lys Ser Met Tyr 
340 345 350 

Thr Arg Asp Tyr Lys Lys Leu Gly Phe He Asn His Val Asn Pro Ala 
355 360 365 

Met Asp Phe Thr Gin Thr Pro Pro Gly Met Leu Ala Leu Asp Asn Met 
370 375 380 

Leu Tyr Phe Ala Lys His His Gin Asp Ala Tyr He Arg He Val Leu 
385 390 395 400 

Glu Asn Ser Ser Arg Glu Asp Lys His Glu Cys Pro Phe Gly Arg Ser 
405 410 415 

Ser He Glu Leu Thr Lys Met Leu Cys Glu He Leu Lys Val Gly Glu 
420 425 430 
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Leu Pro Ser Glu Thr Cys Asn Asp Phe His Pro Met Phe Phe Thr His 
435 440 445 

Asp Arg Ser Phe Glu Glu Phe Phe Cys He Cys He Gin Leu Leu Asn 
450 455 460 

Lys Thr Trp Lys Glu Met Arg Ala Thr Ser Glu Asp Phe Asn Lys Val 
465 470 475 480 

Met Qln Val Val Lys Glu Gin Val Met Arg Ala Leu Thr Thr Lys Pro 
485 490 495 

Ser Ser Leu Asp Gin Phe Lys Ser Lys Leu Gin Asn Leu Ser Tyr Thr 
500 505 510 

Glu He Leu Lys He Arg Gin Ser Glu Arg Met Asn Gin Glu Asp Phe 
515 520 525 

Gin Ser Arg Pro He Leu Glu Leu Lys Glu Lys He Gin Pro Glu He 
530 535 540 

Leu Glu Leu He Lys Gin Gin Arg Leu Asn Arg Leu Val Glu Gly Thr 
545 550 555 560 

Cys Phe Arg Lys Leu Asn Ala Arg Arg Arg Gin Asp Lys Phe Trp Tyr 
565 570 575 
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Cys Arg Leu Ser Pro Asn His Lys Val Leu His Tyr Gly Asp Leu Glu 
580 585 590 

Glu Ser Pro Gin Gly Glu Val Pro His Asp Ser Leu Gin Asp Lys Leu 
595 600 605 

Pro Val Ala Asp He Lys Ala Val Val Thr Gly Lys Asp Cys Pro His 
610 615 620 

Met Lys Glu Lys Gly Ala Leu Lys Gin Asn Lys Glu Val Leu Glu Leu 
625 630 635 640 

Ala Phe Ser He Leu Tyr Asp Ser Asn Cys Gin Leu Asn Phe He Ala 
645 650 655 

Pro Asp Lys His Glu Tyr Cys He Trp Thr Asp Gly Leu Asn Ala Leu 
660 665 670 

Leu Gly Lys Asp Met Met Ser Asp Leu Thr Arg Asn Asp Leu Asp Thr 
675 680 685 

Leu Leu Ser Met Glu He Lys Leu Arg Leu Leu Asp Leu Glu Asn He 
690 695 700 

Gin He Pro Asp Ala Pro Pro Pro He Pro Lys Glu Pro Ser Asn Tyr 
705 710 715 720 
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Asp Phe Val Tyr Asp Cys Asn 
725 

<210> 4 
<211> 727 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Met Pro Pro Pro Ala Asp He Val Lys Val Ala He Glu Trp Pro Gly 
15 10 15 

Ala Tyr Pro Lys Leu Met Glu He Asp Gin Lys Lys Pro Leu Ser Ala 
20 25 30 

He He Lys Glu Val Cys Asp Gly Trp Ser Leu Ala Asn His Glu Tyr 
35 40 45 

Phe Ala Leu Gin His Ala Asp Ser Ser Asn Phe Tyr He Thr Glu Lys 
50 55 60 

Asn Arg Asn Glu He Lys Asn Gly Thr He Leu Arg Leu Thr Thr Ser 
65 70 75 80 

Pro Ala Gin Asn Ala Gin Gin Leu His Glu Arg He Gin Ser Ser Ser 
85 90 95 
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Met Asp Ala Lys Leu Glu Ala Leu Lys Asp Leu Ala Ser Leu Ser Arg 
100 105 110 

Asp Val Thr Phe Ala Gin Glu Phe He Asn Leu Asp Gly He Ser Leu 
115 120 125 

Leu Thr Gin Met Val Glu Ser Gly Thr Glu Arg Tyr Gin Lys Leu Gin 
130 135 140 

Lys He Met Lys Pro Cys Phe Gly Asp Met Leu Ser Phe Thr Leu Thr 
145 150 155 160 

Ala Phe Val Glu Leu Met Asp His Gly He Val Ser Trp Asp Thr Phe 
165 170 175 

Ser Val Ala Phe He Lys Lys He Ala Ser Phe Val Asn Lys Ser Ala 
180 185 190 

He Asp He Ser He Leu Gin Arg Ser Leu Ala He Leu Glu Ser Met 
195 200 205 

Val Leu Asn Ser His Asp Leu Tyr Gin Lys Val Ala Gin Glu He Thr 
210 215 220 



He Gly Gin Leu He Pro His Leu Gin Gly Ser Asp Gin Glu He Gin 
225 230 235 240 
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Thr Tyr Thr He Ala Val He Asn Ala Leu Phe Leu Lys Ala Pro Asp 
245 250 255 

Glu Arg Arg Gin Glu Met Ala Asn He Leu Ala Gin Lys Gin Leu Arg 
260 265 270 

Ser He He Leu Thr His Val He Arg Ala Gin Arg Ala He Asn Asn 
275 280 285 

Glu Met Ala His Gin Leu Tyr Val Leu Gin Val Leu Thr Phe Asn Leu 
290 295 300 

Leu Glu Asp Arg Met Met Thr Lys Met Asp Pro Gin Asp Gin Ala Gin 
305 310 315 320 

Arg Asp He He Phe Glu Leu Arg Arg He Ala Phe Asp Ala Glu Ser 
325 330 335 

Glu Pro Asn Asn Ser Ser Gly Ser Met Glu Lys Arg Lys Ser Met Tyr 
340 345 350 

Thr Arg Asp Tyr Lys Lys Leu Gly Phe He Asn His Val Asn Pro Ala 
355 360 365 

Met Asp Phe Thr Gin Thr Pro Pro Gly Met Leu Ala Leu Asp Asn Met 
370 375 380 
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Leu Tyr Phe Ala Lys His His Gin Asp Ala Tyr He Arg He Val Leu 
385 390 395 400 

Glu Asn Ser Ser Arg Glu Asp Lys His Glu Cys Pro Phe Gly Arg Ser 
405 410 415 

Ser He Glu Leu Thr Lys Met Leu Cys Glu He Leu Lys Val Gly Glu 
420 425 430 

Leu Pro Ser Glu Thr Cys Asn Asp Phe His Pro Met Phe Phe Thr His 
435 440 445 

Asp Arg Ser Phe Glu Glu Phe Phe Cys He Cys He Gin Leu Leu Asn 
450 455 460 

Lys Thr Trp Lys Glu Met Arg Ala Thr Ser Glu Asp Phe Asn Lys Val 
465 470 475 480 

Met Gin Val Val Lys Glu Gin Val Met Arg Ala Leu Thr Thr Lys Pro 
485 490 495 

Ser Ser Leu Asp Gin Phe Lys Ser Lys Leu Gin Asn Leu Ser Tyr Thr 
500 505 510 

Glu He Leu Lys He Arg Gin Ser Glu Arg Met Asn Gin Glu Asp Phe 
515 520 525 
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Gin Ser Arg Pro He Leu Glu Leu Lys Glu Lys He Gin Pro Glu He 
530 535 540 

Leu Glu Leu He Lys Gin Gin Arg Leu Asn Arg Leu Val Glu Gly Thr 
545 550 555 560 

Cys Phe Arg Lys Leu Asn Ala Arg Arg Arg Gin Asp Lys Phe Trp Tyr 
565 570 575 

Cys Arg Leu Ser Pro Asn His Lys Val Leu His Tyr Gly Asp Leu Glu 
580 585 590 

Glu Ser Pro Gin Gly Glu Val Pro His Asp Ser Leu Gin Asp Lys Leu 
595 600 605 

Pro Val Ala Asp He Lys Ala Val Val Thr Gly Lys Asp Cys Pro His 
610 615 620 

Met Lys Glu Lys Gly Ala Leu Lys Gin Asn Lys Glu Val Leu Glu Leu 
625 630 635 640 

Ala Phe Ser He Leu Tyr Asp Ser Asn Cys Gin Leu Asn Phe He Ala 
645 650 655 

Pro Asp Lys His Glu Tyr Cys He Trp Thr Asp Gly Leu Asn Ala Leu 
660 665 670 
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Leu Gly Lys Asp Met Met Ser Asp Leu Thr Arg. Asn Asp Leu Asp Thr 
675 680 685 

Leu Leu Ser Met Glu He Lys Leu Arg Leu Leu Asp Leu Glu Asn He 
690 695 - 700 

Gin He Pro Asp Ala Pro Pro Pro He Pro Lys Glu Pro Ser Asn Tyr 
705 710 715 720 

Asp Phe Val Tyr Asp Cys Asn 
725 



<210> 5 
<211> 1591 
<212> PRT 

<213> Mus musculus 
<400> 5 

Met Gly Asn Ala Glu Ser Gin Asn Val Asp His Glu Phe Tyr Gly Glu 
15 10 15 

Lys His Ala Ser Leu Gly Arg Lys His Thr Ser Arg Ser Leu Arg Leu 
20 25 30 

Ser His Lys Thr Arg Arg Thr Arg His Ala Ser Ser Gly Lys Ala He 
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35 



40 



45 



His Arg Asn Ser Glu Val Ser Thr Arg Ser Ser Ser Thr Pro Ser He 
50 55 60 

Pro Gin Ser Leu Ala Glu Asn Gly Leu Glu Pro Phe Ser Gin Glu Gly 
65 70 75 80 

Ala Leu Asp Asp Phe Gly Asp Pro He Trp Val Asp Arg Val Asp Met 
85 90 95 

Gly Leu Arg Pro Val Ser Tyr Thr Asp Ser Ser Val Thr Pro Ser Val 
100 105 110 

Asp Gly Ser He Val Leu Thr Ala Ala Ser Val Gin Ser Met Pro Asp 
115 120 125 

Ser Glu Glu Ser Arg Leu Tyr Gly Asp Asp Ala Thr Tyr Leu Ala Glu 
130 135 140 

Gly Gly Arg Arg Gin Cys Pro Tyr Thr Ser Asn Gly Pro Thr Phe Met 
145 150 155 160 

Glu Thr Ala Ser Phe Lys Lys Lys Arg Ser Lys Ser Ala Asp He Trp 
165 170 175 



Arg Glu Asp Ser Leu Glu Phe Ser Leu Ser Asp Leu Ser Gin Glu His 
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180 



185 



190 



Leu Thr Ser Asn Glu Glu He Leu Gly Ser Ala Glu Glu Lys Asp Cys 
195 200 205 

Glu Glu Ala Arg Gly Met Glu Thr Glu Ala Ser Pro Arg Gin Leu Ser 
210 215 220 

Thr Cys Gin Arg Ala Asn Ser Leu Gly Asp Leu Tyr Ala Gin Lys Asn 
225 230 235 240 

Ser Gly Val Lys Ala Asn Gly Gly Pro Arg Asn Arg Phe Ser Ser Tyr 
245 250 255 

Cys Arg Asn Leu Val Ser Asp He Pro Asp Leu Ala Lys His Lys Met 
260 265 270 

Pro Pro Ala Ala Ala Glu Glu Thr Pro Pro Tyr Ser Asn Tyr Asn Thr 
275 280 285 

Leu Pro Cys Arg Lys Ser His Cys Leu Ser Glu Gly Ala Thr Asn Pro 
290 295 300 

Gin He Ser Leu Ser Lys Ser Met Gin Gly Arg Arg Ala Lys Thr Thr* 
305 310 315 320 



Gin Asp Val Asn Thr Gly Glu Gly Ser Glu Phe Ala Asp Ser Gly He 
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325 



330 



335 



Glu Gly Ala Thr Thr Asp Thr Asp Leu Leu Ser Arg Arg Ser Asn Ala 
340 345 350 

Thr Asn Ser Ser Tyr Ser Pro Pro Thr Gly Arg Ala Phe Val Gly Ser 
355 360 365 

Asp Ser Gly Ser Ser Ser Thr Gly Asp Arg Ala Arg Gin Gly Val Tyr 
370 375 380 

Glu Asn Phe Arg Arg Glu Leu Glu Met Ser Thr Thr Asn Ser Glu Ser 
385 390 395 400 

Leu Glu Glu Ala Gly Ser Ala His Ser Asp Glu Gin Ser Ser Gly Thr 
405 410 415 

Leu Ser Ser Pro Gly Gin Ser Asp He Leu Leu Thr Ala Ala Gin Gly 
420 425 430 

Thr Val Arg Lys Ala Gly Ala Leu Ala Val Lys Asn Phe Leu Val His 
435 440 445 

Lys Lys Asn Lys Lys Val Glu Ser Ala Thr Arg Arg Lys Trp Lys His 
450 455 460 



Tyr Trp Val Ser Leu Lys Gly Cys Thr Leu Phe Phe Tyr Glu Thr Asp 
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465 470 475 480 

Gly Arg Ser Gly He Asp His Asn Ser Val Pro Lys His Ala Val Trp 
485 490 495 

Val Glu Asn Ser He Val Gin Ala Val Pro Glu His Pro Lys Lys Asp 
500 505 510 

Phe Val Phe Cys Leu Ser Asn Ser Leu Gly Asp Ala Phe Leu Phe Gin 
515 520 525 

Thr Thr Ser Gin Thr Glu Leu Glu Asn Trp He Thr Ala He His Ser 
530 535 540 

Ala Cys Ala Ala Ala Val Ala Arg His His His Lys Glu Asp Thr Leu 
545 550 555 560 

Arg Leu Leu Lys Ser Glu He Lys Lys Leu Glu Gin Lys He Asp Met 
565 570 575 

Asp Glu Lys Met Lys Lys Met Gly Glu Met Gin Leu Ser Ser Val Thr 
580 585 590 

Asp Ser Lys Lys Lys Lys Thr He Leu Asp Gin He Phe Val Trp Glu 
595 600 605 

Gin Asn Leu Glu Gin Phe Gin Met Asp Leu Phe Arg Phe Arg Cys Tyr 
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610 615 620 

Leu Ala Ser Leu Gin Gly Gly Glu Leu Pro Asn Pro Lys Arg Leu Leu 
625 630 635 640 

Ala Phe Ala Ser Arg Pro Thr Lys Val Ala Met Gly Arg Leu Gly He 
645 650 655 

Phe Ser Val Ser Ser Phe His Ala Leu Val Ala Ala Arg Thr Gly Glu 
660 665 670 

He Gly Val Arg Arg Arg Thr Gin Ala Met Ser Arg Ser Ala Ser Lys 
675 680 685 

Arg Arg Ser Arg Phe Ser Ser Leu Trp Gly Leu Asp Thr Thr Ser Lys 
690 695 700 

Lys Lys Gin Gly Arg Pro Thr He Asn Gin Val Phe Gly Glu Gly Thr 
705 710 715 720 

Asp Ala Val Lys Arg Ser Leu Glu Gly He Phe Asp Asp Thr Val Pro 
725 730 735 

Asp Gly Lys Arg Glu Lys Glu Val Val Leu Pro Ser Val His Gin His 
740 745 750 

Asn Pro Asp Cys Asp He Trp Val His Glu Tyr Phe Thr Pro Ser Trp 
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755 760 765 

Phe Cys Leu Pro Asn Asn Gin Pro Ala Leu Thr Val Val Arg Pro Gly 
770 775 780 

Asp Thr Ala Arg Asp Thr Leu Glu Leu He Cys Lys Thr His Gin Leu 
785 790 795 800 

Asp His Ser Ala His Tyr Leu Arg Leu Lys Phe Leu Met Glu Asn Arg 
805 810 815 

Val Gin Phe Tyr He Pro Gin Pro Glu Glu Asp He Tyr Glu Leu Leu 
820 825 830 

Tyr Lys Glu He Glu He Cys Pro Lys Val Thr Gin Asn He His He 
835 840 845 

Glu Lys Ser Asp Ala Ala Ala Asp Asn Tyr Gly Phe Leu Leu Ser Ser 
850 855 860 

Val Asp Glu Asp Gly He Arg Arg Leu Tyr Val Asn Ser Val Lys Glu 
865 870 875 880 

Thr Gly Leu Ala Ser Lys Lys Gly Leu Lys Ala Gly Asp Glu He Leu 
885 890 895 

Glu He Asn Asn Arg Ala Ala Gly Thr Leu Asn Ser Ser Met Leu Lys 
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900 905 910 

Asp Phe Leu Ser Gin Pro Ser Leu Gly Leu Leu Val Arg Thr Tyr Pro 
915 920 925 

Glu Pro Glu Gly Gly Val Glu Leu Leu Glu Asn Pro Pro His Arg Val 
930 935 940 

Asp Gly Pro Val Asp Leu Gly Glu Ser Pro Leu Ala Phe Leu Thr Ser 
945 950 955 960 

Asn Pro Gly His Ser Leu Ser Ser Glu Gin Gly Ser Ser Ala Glu Thr 
965 970 975 

Ala Pro Glu Glu Gly Glu Gly Pro Asp Leu Glu Ser Ser Asp Glu Thr 
980 985 990 

Asp His Ser Ser Lys Ser Thr Glu Gin Val Ala Ala Phe Cys Arg Ser 
995 1000 1005 

Leu His Glu Met Ser Pro Ser Asp Ser Ser Pro Ser Pro Gin Asp Ala 
1010 1015 1020 

Thr Ser Pro Gin Leu Ala Thr Thr Arg Gin Leu Ser Asp Ala Asp Lys 
1025 . 1030 1035 1040 

Leu Arg Lys Val He Cys Glu Leu Leu Glu Thr Glu Arg Thr Tyr Val 
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1045 1050 1055 

Lys Asp Leu Asn Cys Leu Met Glu Arg Tyr Leu Lys Pro Leu Gin Lys 
1060 1065 1070 

Glu Thr Phe Leu Thr Gin Asp Glu Leu Asp Val Leu Phe Gly Asn Leu 
1075 1080 1085 

Thr Glu Met Val Glu Phe Gin Val Glu Phe Leu Lys Thr Leu Glu Asp 
1090 1095 1100 

Gly Val Arg Leu Val Pro Asp Leu Glu Lys Leu Glu Lys Val Asp Gin 
1105 1110 1115 1120 

Phe Lys Lys Val Leu Phe Ser Leu Gly Gly Ser Phe Leu Tyr Tyr Ala 
1125 1130 1135 

Asp Arg Phe Lys Leu Tyr Ser Ala Phe Cys Ala Ser His Thr Lys Val 
1140 1145 1150 

Pro Lys Val Leu Val Lys Ala Lys Thr Asp Thr Ala Phe Lys Ala Phe 
1155 1160 1165 

Leu Asp Ala Gin Asn Pro Arg Gin Gin His Ser Ser Thr Leu Glu Ser 
1170 1175 1180 

Tyr Leu He Lys Pro He Gin Arg Val Leu Lys Tyr Pro Leu Leu Leu 



4 6/6 1 



wo 2004/048974 



PCT/JP2003/014538 



1185 1190 1195 1200 

Arg Glu Leu Phe Ala Leu Thr Asp Ala Glu Ser Glu Glu His Tyr His 
1205 1210 1215 

Leu Asp Val Ala He Lys Thr Met Asn Lys Val Ala Ser His He Asn 
1220 1225 1230 

Glu Met Gin Lys He His Glu Glu Phe Gly Ala Val Phe Asp Gin Leu 
1235 1240 1245 

He Ala Glu Gin Thr Gly Glu Lys Lys Glu Val Ala Asp Leu Ser Met 
1250 1255 1260 

Gly Asp Leu Leu Leu His Thr Ser Val He Trp Leu Asn Pro Pro Ala 
1265 1270 1275 1280 

Ser Leu Gly Lys Trp Lys Lys Glu Pro Glu Leu Ala Ala Phe Val Phe 
1285 1290 1295 

Lys Thr Ala Val Val Leu Val Tyr Lys Asp Gly Ser Lys Gin Lys Lys 
1300 1305 1310 

Lys Leu Val Gly Ser His Arg Leu Ser He Tyr Glu Glu Trp Asp Pro 
1315 1320 1325 

Phe Arg Phe Arg His Met He Pro Thr Glu Ala Leu Gin Val Arg Ala 
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1330 



1335 



1340 



Leu Pro Ser Ala Asp Ala Glu Ala Asn Ala Val Cys Glu He Val His 
1345 1350 1355 1360 

Val Lys Ser Glu Ser Glu Gly Arg Pro Glu Arg Val Phe His Leu Cys 
1365 1370 1375 

Cys Ser Ser Pro Glu Ser Arg Lys Asp Phe Leu Lys Ser Val His Ser 
1380 1385 1390 

He Leu Arg Asp Lys His Arg Arg Gin Leu Leu Lys Thr Glu Ser Leu 
1395 1400 1405 

Pro Ser Ala Gin Gin Tyr Val Pro Phe Gly Gly Lys Arg Leu Cys Ala 
1410 1415 1420 

Leu Lys Gly Ala Arg Pro Ala Met Ser Arg Ala Val Ser Ala Pro Ser 
1425 1430 1435 1440 

Lys Ser Leu Gly Arg Arg Arg Arg Arg Leu Ala Arg Asn Arg Phe Thr 
1445 1450 1455 

He Asp Ser Asp Ala He Ser Ala Ser Ser Pro Glu Lys Glu Pro Gin 
1460 1465 1470 

Gin Pro Ala Gly Gly Gly Asp Thr Asp Arg Trp Val Glu Glu Gin Phe 
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1475 1480 1485 

Asp Leu Ala Gin Tyr Glu Glu Gin Asp Asp He Lys Glu Thr Asp He 
1490 1495 1500 

Leu Ser Asp Asp Asp Glu Phe Cys Glu Ser Leu Lys Gly Ala Ser Val 
1505 1510 1515 1520 

Asp Arg Asp Leu Gin Glu Gin Leu Gin Ala Ala Ser He Ser Gin Arg 
1525 1530 1535 

Ala Arg Gly Arg Arg Thr Leu Asp Ser His Ala Ser Arg Met Thr Gin 
1540 1545 1550 

Leu Lys Lys Gin Ala Ala Leu Ser Gly He Asn Gly Gly Leu Glu Ser 
1555 1560 1565 

Ala Ser Glu Glu Val He Trp Val Arg Arg Glu Asp Phe Ala Pro Ser 
1570 1575 1580 

Arg Lys Leu Asn Thr Glu He 
1585 1590 

<210> 6 
<211> 1591 
<212> PRT 
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<400> 6 

Met Gly Asn Ala Glu Ser Gin His Val Glu His Glu Phe Tyr Gly Glu 
15 10 15 

Lys His Ala Ser Leu Gly Arg Asn Asp Thr Ser Arg Ser Leu Arg Leu 
20 25 30 

Ser His Lys Thr Arg Arg Thr Arg His Ala Ser Ser Gly Lys Val He 
35 40 45 

His Arg Asn Ser Glu Val Ser Thr Arg Ser Ser Ser Thr Pro Ser He 
50 55 60 

Pro Gin Ser Leu Ala Glu Asn Gly Leu Glu Pro Phe Ser Gin Asp Gly 
65 70 75 80 

Thr Leu Glu Asp Phe Gly Ser Pro He Trp Val Asp Arg Val Asp Met 
85 90 95 

Gly Leu Arg Pro Val Ser Tyr Thr Asp Ser Ser Val Thr Pro Ser Val 
100 105 110 

Asp Ser Ser He Val Leu Thr Ala Ala Ser Val Gin Ser Met Pro Asp 
115 120 125 
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Thr Glu Glu Ser Arg Leu Tyr Gly Asp Asp Ala Thr Tyr Leu Ala Glu 
130 135 140 

Gly Gly Arg Arg Gin His Ser Tyr Thr Ser Asn Gly Pro Thr Phe Met 
145 150 155 160 

Glu Thr Ala Ser Phe Lys Lys Lys Arg Ser Lys Ser Ala Asp He Trp 
165 170 175 ■ 

Arg Glu Asp Ser Leu Glu Phe Ser Leu Ser Asp Leu Ser Gin Glu His 
180 185 190 

Leu Thr Ser Asn Glu Glu He Leu Gly Ser Ala Glu Glu Lys Asp Cys 
195 200 205 

Glu Glu Ala Arg Gly Met Glu Thr Arg Ala Ser Pro Arg Gin Leu Ser 
210 215 220 

Thr Cys Gin Arg Ala Asn Ser Leu Gly Asp Leu Tyr Ala Gin Lys Asn 
225 230 235 240 

Ser Gly Val Thr Ala Asn Met Gly Pro Gly Ser Lys Phe Ala Gly Tyr 
245 250 255 

Cys Arg Asn Leu Val Ser Asp He Pro Asn Leu Ala Asn His Lys Met 
260 265 270 
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Pro Pro Ala Ala Ala Glu Glu Thr Pro Pro Tyr Ser Asn Tyr Asn Thr 
275 280 285 

Leu Pro Cys Arg Lys Ser His Cys Leu Ser Glu Gly Ala Thr Asn Pro 
290 295 300 

Gin He Ser His Ser Asn Ser Met Gin Gly Arg Arg Ala Lys Thr Thr 
305 310 315 320 

Gin Asp Val Asn Ala Gly Glu Gly Ser Glu Phe Ala Asp Ser Gly He 
325 330 335 

Glu Gly Ala Thr Thr Asp Thr Asp Leu Leu Ser Arg Arg Ser Asn Ala 
340 345 350 

Thr Asn Ser Ser Tyr Ser Pro Thr Thr Gly Arg Ala Phe Val Gly Ser 
355 360 365 

Asp Ser Gly Ser Ser Ser Thr Gly Asp Ala Ala Arg Gin Gly Val Tyr 
370 375 380 

Glu Asn Phe Arg Arg Glu Leu Glu Met Ser Thr Thr Asn Ser Glu Ser 
385 390 395 400 

Leu Glu Glu Ala Gly Ser Ala His Ser Asp Glu Gin Ser Ser Gly Thr 
405 410 415 
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Leu Ser Ser Pro Gly Gin Ser Asp He Leu Leu Thr Ala Ala Gin Gly 
420 425 430 

Thr Val Arg Lys Ala Gly Ala Leu Ala Val Lys Asn Phe Leu Val His 
435 440 445 

Lys Lys Asn Lys Lys Val Glu Ser Ala Thr Arg Arg Lys Trp Lys His 
450 455 460 

Tyr Trp Val Ser Leu Lys Gly Cys Thr Leu Phe Phe Tyr Glu Ser Asp 
465 470 475 480 

Gly Arg Ser Gly He Asp His Asn Ser He Pro Lys His Ala Val Trp 
485 490 495 

Val Glu Asn Ser He Val Gin Ala Val Pro Glu His Pro Lys Lys Asp 
500 505 510 

Phe Val Phe Cys Leu Ser Asn Ser Leu Gly Asp Ala Phe Leu Phe Gin 
515 520 525 

Thr Thr Ser Gin Thr Glu Leu Glu Asn Trp He Thr Ala He His Ser 
530 535 540 

Ala Cys Ala Thr Ala Val Ala Arg His His His Lys Glu Asp Thr Leu 
545 550 555 560 
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Arg Leu Leu Lys Ser Glu He Lys Lys Leu Glu Gin Lys He Asp Met 
565 570 575 

Asp Glu Lys Met Lys Lys Met Gly Glu Met Gin Leu Ser Ser Val Thr 
580 585 590 

Asp Ser Lys Lys Lys Lys Thr He Leu Asp Gin He Phe Val Trp Glu 
595 600 605 

Gin Asn Leu Glu Gin Phe Gin Met Asp Leu Phe Arg Phe Arg Cys Tyr 
610 615 620 

Leu Ala Ser Leu Gin Gly Gly Glu Leu Pro Asn Pro Lys Arg Leu Leu 
625 630 635 640 

Ala Phe Ala Ser Arg Pro Thr Lys Val Ala Met Gly Arg Leu Gly He 
645 650 655 

Phe Ser Val Ser Ser Phe His Ala Leu Val Ala Ala Arg Thr Gly Glu 
660 665 670 

Thr Gly Val Arg Arg Arg Thr Gin Ala Met Ser Arg Ser Ala Ser Lys 
675 680 685 

Arg Arg Ser Arg Phe Ser Ser Leu Trp Gly Leu Asp Thr Thr Ser Lys 
690 695 700 
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Lys Lys Gin Gly Arg Pro Ser He Asn Gin Val Phe Gly Glu Gly Thr 
705 710 715 720 

Glu Ala Val Lys Lys Ser Leu Glu Gly He Phe Asp Asp He Val Pro 
725 730 735 

Asp Gly Lys Arg Glu Lys Glu Val Val Leu Pro Asn Val His Gin His 
740 745 750 

Asn Pro Asp Cys Asp He Trp Val His Glu Tyr Phe Thr Pro Ser Trp 
755 760 765 

Phe Cys Leu Pro Asn Asn Gin Pro Ala Leu Thr Val Val Arg Pro Gly 
770 775 780 

Asp Thr Ala Arg Asp Thr Leu Glu Leu He Cys Lys Thr His Gin Leu 
785 790 795 800 

Asp His Ser Ala His Tyr Leu Arg Leu Lys Phe Leu He Glu Asn Lys 
805 810 815 

Met Gin Leu Tyr Val Pro Gin Pro Glu Glu Asp He Tyr Glu Leu Leu 
820 825 830 

Tyr Lys Glu He Glu He Cys Pro Lys Val Thr His Ser He His He 
835 840 845 
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Glu Lys Ser Asp Thr Ala Ala Asp Thr Tyr Gly Phe Ser Leu Ser Ser 
850 855 860 

Val Glu Glu Asp Gly He Arg Arg Leu Tyr Val Asn Ser Val Lys Glu 
865 870 875 880 

Thr Gly Leu Ala Ser Lys Lys Gly Leu Lys Ala Gly Asp Glu He Leu 
885 890 895 

Glu He Asn Asn Arg Ala Ala Asp Ala Leu Asn Ser Ser Met Leu Lys 
900 905 910 

Asp Phe Leu Ser Gin Pro Ser Leu Gly Leu Leu Val Arg Thr Tyr Pro 
915 920 925 

Glu Leu Glu Glu Gly Val Glu Leu Leu Glu Ser Pro Pro His Arg Val 
930 935 940 

Asp Gly Pro Ala Asp Leu Asp Glu Ser Pro Leu Ala Phe Leu Thr Ser 
945 950 955 960 

Asn Pro Gly His Ser Leu Cys Ser Glu Gin Gly Ser Ser Ala Glu Thr 
965 970 975 

Ala Pro Glu Glu Thr Glu Gly Pro Asp Leu Glu Ser Ser Asp Glu Thr 
980 985 990 
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Asp His Ser Ser Lys Ser Thr Glu Gin Val Ala Ala Phe Cys Arg Ser 
995 1000 1005 

Leu His Glu Met Asn Pro Ser Asp Gin Asn Pro Ser Pro Gin Asp Ser 
1010 1015 1020 

Thr Gly Pro Gin Leu Ala Thr Met Arg Gin Leu Ser Asp Ala Asp Asn 
1025 1030 1035 1040 

Val Arg Lys Val He Cys Glu Leu Leu Glu Thr Glu Arg Thr Tyr Val 
1045 1050 1055 

Lys Asp Leu Asn Cys Leu Met Glu Arg Tyr Leu Lys Pro Leu Gin Lys 
1060 1065 1070 

Glu Thr Phe Leu Thr Gin Asp Glu Leu Asp Val Leu Phe Gly Asn Leu 
1075 1080 1085 

Thr Glu Met Val Glu Phe Gin Val Glu Phe Leu Lys Thr Leu Glu Asp 
1090 1095 1100 

Gly Val Arg Leu Val Pro Asp Leu Glu Lys Leu Glu Lys Val Asp Gin 
1105 1110 1115 1120 

Phe Lys Lys Val Leu Phe Ser Leu Gly Gly Ser Phe Leu Tyr Tyr Ala 
1125 1130 1135 
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Asp Arg Phe Lys Leu Tyr Ser Ala Phe Cys Ala lie His Thr Lys Val 
1140 1145 1150 

Pro Lys Val Leu Val Lys Ala Lys Thr Asp Thr Ala Phe Lys Ala Phe 
1155 1160 1165 

Leu Asp Ala Gin Asn Pro Lys Gin Gin His Ser Ser Thr Leu Glu Ser 
1170 1175 1180 

Tyr Leu He Lys Pro He Gin Arg He Leu Lys Tyr Pro Leu Leu Leu 
1185 1190 1195 1200 

Arg Glu Leu Phe Ala Leu Thr Asp Ala Glu Ser Glu Glu His Tyr His 
1205 1210 1215 

Leu Asp Val Ala He Lys Thr Met Asn Lys Val Ala Ser His He Asn 
1220 1225 1230 

Glu Met Gin Lys He His Glu Glu Phe Gly Ala Val Phe Asp Gin Leu 
1235 1240 1245 

He Ala Glu Gin Thr Gly Glu Lys Lys Glu Val Ala Asp Leu Ser Met 
1250 1255 1260 

Gly Asp Leu Leu Leu His Thr Thr Val He Trp Leu Asn Pro Pro Ala 
1265 1270 1275 1280 
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Ser Leu Gly Lys Trp Lys Lys Glu Pro Glu Leu Ala Ala Phe Val Phe 
1285 1290 1295 

Lys Thr Ala Val Val Leu Val Tyr Lys Asp Gly Ser Lys Gin Lys Lys 
1300 1305 1310 

Lys Leu Val Gly Ser His Arg Leu Ser He Tyr Glu Asp Trp Asp Pro 
1315 1320 1325 

Phe Arg Phe Arg His Met He Pro Thr Glu Ala Leu Gin Val Arg Ala 
1330 1335 1340 

Leu Ala Ser Ala Asp Ala Glu Ala Asn Ala Val Cys Glu He Val His 
1345 1350 1355 1360 

Val Lys Ser Glu Ser Glu Gly Arg Pro Glu Arg Val Phe His Leu Cys 
1365 1370 1375 

Cys Ser Ser Pro Glu Ser Arg Lys Asp Phe Leu Lys Ala Val His Ser 
1380 1385 1390 

He Leu Arg Asp Lys His Arg Arg Gin Leu Leu Lys Thr Glu Ser Leu 
1395 1400 1405 

Pro Ser Ser Gin Gin Tyr Val Pro Phe Gly Gly Lys Arg Leu Cys Ala 
1410 1415 1420 
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Leu Lys Gly Ala Arg Pro Ala Met Ser Arg Ala Val Ser Ala Pro Ser 
1425 1430 1435 1440 

Lys Ser Leu Gly Arg Arg Arg Arg Arg Leu Ala Arg Asn Arg Phe Thr 
1445 1450 1455 

He Asp Ser Asp Ala Val Ser Ala Ser Ser Pro Glu Lys Glu Ser Gin 
1460 1465 1470 

Gin Pro Pro Gly Gly Gly Asp Thr Asp Arg Trp Val Glu Glu Gin Phe 
1475 1480 1485 

Asp Leu Ala Gin Tyr Glu Glu Gin Asp Asp He Lys Glu Thr Asp He 
1490 1495 1500 

Leu Ser Asp Asp Asp Glu Phe Cys Glu Ser Val Lys Gly Ala Ser Val 
1505 1510 1515 1520 

Asp Arg Asp Leu Gin Glu Arg Leu Gin Ala Thr Ser He Ser Gin Arg 
1525 1530 1535 

Glu Arg Gly Arg Lys Thr Leu Asp Ser His Ala Ser Arg Met Ala Gin 
1540 1545 1550 

Leu Lys Lys Gin Ala Ala Leu Ser Gly He Asn Gly Gly Leu Glu Ser 
1555 1560 1565 
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Ala Ser Glu Glu Val He Trp Val Arg Arg Glu Asp Phe Ala Pro Ser 
1570 1575 1580 

Arg Lys Leu Asn Thr Glu He 
1585 1590 

<210> 7 
<211> 9 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :HA-tag 
<400> 7 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 



6 1/6 1 



INTERNATIONAI. SEARCH REPORT 



International application No. 

PCT/JP03/14538 



A. CLASSMCATION OF SUBJECT MATTER 

Int. CI'' G01N33/566, 33/50, 33/15, C12N15/12 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int.Cl^ G01N33/566, 33/50, 33/15, C12N15/12 



Documentation searched other than mininnmi documentation to the extent that such documents are inchided m the fields searched 
Jitsuyo Shinan Koho 1922-1996 Tbrdku Jitsuyo Shinan Roiho 1994-2004 

Kokai Jitsuyo Shinan Kbho 1971-2004 Jitsuyo Shinan Ttoroku Kbho 1996-2004 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
BIOSIS, JOIS 



C. DOCUMENTS CONSIDERED TO BE RELEYAOT 



Category* 



Citation of document, witii indication, where appn^riate, of the relevant passages 



Relevant to claim No. 



A 
A 
A 
A 



NATURE, Vol.412, (2001), pages 826 to 831 

NATURE, Vol.375, (1995), pages 338 to 340 

CELL, Vol.107, (2001), pages 27 to 41 

BIOCHIMICA ET BIOPHYSICA ACTA, Vol.1452, (1999), 
pages 179 to 187 

BIOCHEMICAL AND BIOPHYSICAL RESEARCH 
COMMUNICATIONS, Vol.296, (August, 2002), 
pages 716 to 720 



1-35,38,39 
1-35,38,39 
1-35, 38,39 
1-35, 38,39 

1-35,38,39 



[~1 Further documents are listed in the continuation of Box C. . Q See patent family annex. 



* Special categories of cited documents: 
"A" document defining the general state of the art which is not 
considered to be of particular relevance 

eailier document but published on or after the international filing 

date 

*L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

*0" document referring to an oral disclosure^ use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



"T" later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention caimot be 
considered novel or cannot be considered to involve an inventive 
st^ when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent &mily 



Date of the actual completion of the international search 
16 Febiaiary, 2004 (16.02,04) 



Date of mailing of the international search report 
02 March, 2004 (02.03.04) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Fomi PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



Xntemational application No. 

PCT/»JP03/14538 



Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the follo wing reaso^ 
1. I I Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. 



Claims Nos.: 36, 37 



because they relate to parts of the international application that do not conqjly with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 
It is unclear what specific substances are included in the scope of a 
remedy obtained by a specific searching method. 

3. Q Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Boxn Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in' this international appUcation. as follows- 

(1) Claims 1 to 12, 36 and 37 relate to screening of a s\ibstance 
interfering the association of DOCK2 with ELMO and a remedy obtained bv 
the screening. ^ 

(2) Claims 13 to 25 relate to screening of a substance interferinq the 
association of ELMO with a GDP/GTP exchange factor. 

^Si^^""^ 1^ 3^ relate to screening of a nkc activation promoter 
or inhibitor by evaluating the degree of association with the use of 
DOCK2, ELMO and a GDP/GTP exchange factor. 

(4) Claim 38 relates to screening of a D0CK2 function inhibitor by 
degree of the formation of the association of D0CK2 with 
an SH3 domain-binding protein. (Continued to extra sheet.) 

. As all required additional search fees were timely paid by the applicant, this in 
claims. 

2. j— I As all searchable clainw could be searched wiftout effort justifying an ad^^^ 
of any additional fee. 



3. □ As only some of the required additional search fees were timely paid by the applicant, this international search report 
only those claims for which fees were paid, specifically claims Nos.: 



covers 



4. □ Norequiredadditionalsearchfccswerctimelypaidl^theapplicant.Consequenti^^ 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q Tte additional search fees were accompanied by the appUcant's protest. 

g| No protest accompanied the payment of additional search fees. 



Form PCT/ISA^IO (continuatioii of first sheet (1)) (July 1998) 



i 



INTERNATIONAL SEARCH REPORT 



International q>plicatian No. 

PCT/JP03/1453 8 



Contln\iation of Bo x No. ii of continuation of first sheet (l) 

(5) Claim 39 relates to screening of DOCK2 function inhibitor by 
evaluating the degree of the formation of the association of a 
DOCK2 functional domain with a functional domain-associated 
molecaile . 

The above groups (1) to (5) of inventions are not considered as 
relating to a group of inventions so linked as to form a sinale 
general inventive concept. 



FonnPCT/ISA/210 (extra sheet) (July 1998) 







|®^mSS# PCT/JP03/14 538 


A. ^m<om-i-?>^m(o^m m^<i^n^m (i po ) 

Int. Cl^ G01N33/56 6, 33/50. 33/1 5 C12N15/12 


B. ^Sr?Toyj:4J-» 


^S^W^^^^^F^ 

Int. CI' G01N33/5 6 6. 33/50. 3 3/1 5 C12Nl'q/i9 


B*B^ffi^^<2;# • 1922 — 1996^ 

is^m^Ammmmm^n 1971-2004^ 

B*@l^fit*ffl^^<ilt# 1994-200 4^ 

sy^mmmmm^fSi^^m 1995-200 




C. MJgi-- 










A 
A 
A 
A 

A 


NATURE, VOL. 412. (2001). p. 826-831 
NATURE. VOL. 375, (1995). p. 338-340 
CELL. VOL. 107. (2001) , p. 27-41 

BIOCHIMICA ET BIOPHYSICA ACTA, VOL. 1452, (1999). p. 179-187 

zltlS^^ BIOPHYSICAL RESEARCH COMMUNICATIONS. VOL. 296 
(AUGUST 2002). p. 716-720 


1-35, 38, 39 
1-35, 38, 39 
1-35, 38, 39 
1-35. 38. 39 
1-35, 38, 39 












16. 0 2. 0 4 


m^m?^m^<omms QZ 3, 2004- 




B2^ia4#ff;5= ( I S A/ J P) 
SiI#-§-l 0 0-8 9 1 5 


0 3-3 5 8 1-1 10 i" 


2 J 9 0 15 

\ 

I^JiH 3 2 5 1 


«S:pct/i sA/2 10 (»2-!—:i?) (1993^7^) 



mm^^ PCT/JP03/14538 



^^PCT/ISA/210 (^l-<—:^©J^ (1) ) (1 9 98^7^) 



